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(54) PROCESS FOR PREPARING OPTICALLY ACTIVE SECONDARY ALCOHOLS HAVING 
NITROGENOUS OR OXYGENIC FUNCTIONAL GROUPS 



(57) The present invention provides a process for 
the preparation of an optically active secondary alcohol 
represented by the general formula (3): 



resented by the general formula (1) having a nitroge- 
nous or oxygenic functional group at any of the a-, p- 
and Y-posltions: 
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wherein R*" represents a straight-chain lower alkyi 
group, an aromatic ring group, or the lil<e; A represents 
CH2NR2R3, orthe like; n is an Integer of from 0 to 2; and 
* represents an asymmetric carbon atom, which com- 
prises asymmetrically hydrogenating with selectivity 
among the functional groups, a ketone compound rep- 



wherein R"", A and n are as defined above, using a ru- 
thenium/optically active bidentate phosphine/dlamine 
complex as a catalyst in the presence of hydrogen or in 
the presence of hydrogen and a base. 

The optically active secondary alcohols obtained by 
the present process are useful as medicaments and in- 
temnediates for producing medicaments. 
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Description 

TITLE OF THE INVE^fnON 

5 [0001 ] Process for the preparation of optically active secondary alcohols having nitrogenous or oxygenic functional 
groups 

FIELD OF THE INVENTION 

10 [0002] The present invention relates to a novel process of excellent practical use for the preparation of optically 
active secondary alcohols having a nitrogenous or oxygenic functional group which comprises asymnnetrically hydro- 
genating a ketone connpound having a nitrogenous or oxygenic functional group at any of the a-, and y-positions 
with a ruthenium/optically active bidentate phosphine/diamine complex as a catalyst in the presence of hydrogen or 
in the presence of hydrogen and a base with good selectivity for the functional groups, good enantioselectivity and 

IS high efficient. 

BACKGROUND OF THE INVENTION 

[0003] Transition metal complexes have been reported as being a useful catalyst for a variety of homogeneous 

20 catalytic reactions or heterogeneous catalytic reactions. However, universally applicable, highly practical, highly effi- 
cient and highly selective catalysts for hydrogenatlon reaction of ketone compounds having a nitrogenous or oxygenic 
functional group have not been developed. A process for preparing alcohol compounds comprising hydrogenating 
carbonyl compounds with a homogeneous catalyst to yield the corresponding alcohol compounds has been well known. 
Examples of the process include, for example, the process using a ruthenium complex, described in (Literature 1 ) Eds. 

25 G. Wilkinson, R G. A. Stone and E. W. Abel, Comprehensive Organometallic Chemistry . Vol. 4, p. 931 (1982); the 
processes using an rhodium complex, described in (Literature 2) Inorg. Nucl. Chem. Letters , Vol. 1 2, p. 865 (1 978), J. 
Organomet. Chem. . Vol. 129, p. 239 (1977), Chem. Letters , p. 261 (1982), and Tetrahedron Letters , Vol. 35, p. 4963 
(1 994); and the process using a iridium complex, described In (Literature 3) J.Am. Chem.Soc , Vol. 1 1 5, p. 331 8 (1 993). 
[0004] When viewed from obtaining optically active alcohol compounds, some processes which include a process 

30 using an enzyme such as baker's yeast, and a process comprising asymmetrically hydrogenating a carbonyl compound 
with a metal complex catalyst have been known. With respect to the latter process, many examples of asymmetric 
catalytic reaction have been reported. The examples include, for example, the process for asymmetrically hydrogen- 
ating a functional group-containing carbonyl compound with an optically active ruthenium catalyst, described in detail 
in (Literature 4) Asymmetric Catalysis in Organic Synthesis , pp. 66-82 (1994) Ed. R. Noyori; the process comprising 

35 a hydrogen-transfemng reductive reaction using a ruthenium-, rhodium- or iridium-based asymmetric complex catalyst, 
described in (Literature 5) Chem. Rev . Vol. 92, pp. 1051-1069 (1992); the processes comprising an asymmetric hy- 
drogenation reaction using nickel catalyst modified with tartaric acid, described in (Literature 6) Oil Chemistry , pp. 
822-831 (1980) and Ed. Y. Izumi, and Advances in Catalysis , Vol. 32, p. 215 (1983); the process comprising an asym- 
metric hydrosilylation reaction, described in (Literature 7) Asymmetric Synthesis , Vol. 5, Chap. 4 (1985) Ed. J. D. 

40 Mon-ison, and J. Organomet. Chem. , Vol. 346, pp. 413-424 (1988); the processes comprising reducing borane in the 
presence of an asymmetric ligand, described in (Literature 8) J. Chem. Soc. Perkin Trans. 1 , pp. 2039-2044 (1985) 
and J. Am. Chem. Soc , Vol. 1 09, pp. 5551 -5553 (1 987); the process comprising an asymmetric hydrogenatlon reaction 
using a ruthenium/optically active phosphlne complex, described in (Literature 9) JP-A-4-1 87685; the process com- 
prising an asymmetric hydrogenatlon reaction in the presence of phosphine and diamine asymmetric ligand, described 

45 in (Literature 10) J. Am. Chem. Soc . Vol. 117, pp. 2675-2676 (1995); the process comprising an asymmetric hydro- 
genatlon reaction using a rhodium complex, described in (Literature 1 1 ) Tetrahedron Letters , Vol. 40(24), pp. 4551 -4554 
(1999); and, the process using a cationic ruthenium/BINAP complex, such as [Rul((S)-BINAP) (p-cymene)]+|-, de- 
scribed in (Literature 12) J. Org. Chem. , Vol. 59, pp. 3064-3076 (1994). 

[0005] However, these conventional processes have a problem that they are not necessarily practically useful due 
50 to the facts that they use a noble metal complex catalyst based on a relatively costly metal such as rhodium, iridium, 
palladium or platinum; have a low hydrogenating activity; and require a relatively high reaction temperature or hydrogen 
pressure. The process using an enzyme, which can afford an alcohol compound having a relatively high optical purity, 
has disadvantages that the nature of reaction substrates to be used is limited and that the absolute configuration of 
alcohol compounds obtained is limited to specific ones. 
55 [0006] Further, the conventional process using an asymmetric hydrogenatlon catalyst based on a transition metal, 
which can produce optically active alcohol compounds with a high selectivity with respect to the reaction substrates 
such as p-keto acid derivatives, also has the following drawbacks relating to the catalytic activity. For example, the 
nature of reaction substrates to be used is limited; a relatively high hydrogen pressure is required when the process 
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is carried out at normal temperature; and a heating treatment is required when the hydrogen pressure is not high. 
Further, although the process described in the abovementloned Literature 10, which is excellent in the selectivity and 
activity, it has the following drawbacks. That is, the process needs a complicated handling comprising mixing tree 
components which are ruthenium phosphine complex having poor long-tenn storage stability, diamine compound and 
base, on occasion. Further, when an aminoketone compound is used as the substrate, the decomposition thereof goes 
ahead of the reaction of interest. Further, the process described in Literature 12, which can reduce 1 -dimethyl ami- 
noacetone with a high enantioselectivity, is not necessarily suitable to industrial use from the viewpoint of the catalytic 
activity due to the following drawbacks. That is, for example, the kinds of substrate ketone compound to be used are 
limited; the process requires a high pressure of about 100 atm; and a relatively long reaction time Is needed. 
[0007] Consequently, there has been a need for a catalyst having universal applicability, high activity, high functional 
group-selectivity and high enantioselectivity which can be used to asymmetrically hydrogenate ketone compounds 
having a nitrogenous or oxygenic functional group at any of the a-, p- and y-positions to directly produce the corre- 
sponding optically active secondary alcohols having a nitrogenous or oxygenic functional group at any of the a-, p- 
and y-positions which are widely used as medicaments or an intennediate for producing especially medicaments, or 
to produce the corresponding optically active secondary alcohols via sequential steps of suitably removing the protect- 
ing groups and transforming the functional groups. There has been also a need for a practical process using the above 
catalyst. An object of the present Invention Is to provide such a catalyst and a process for producing optically active 
secondary alcohols having a nitrogenous or oxygenic functional group. 

DISCLOSURE OF THE INVENTION 

[0008] In order to solve the above problems, the present inventors conducted a variety of studies. As a result, the 
present inventors have found a characteristic ruthenium/optically active bidentate phosphine/diamine complex which 
can reductively hydrogenate ketone compounds having a nitrogenous or oxygenic functional group at any of the a-, 
p- and y-positions with high selectivity under a mild condition to afford the con'esponding optically active secondary 
alcohols with good enantioselectivity and good yield, and thereby completed the present invention. 
[0009] That is, the present invention relates to a process for the preparation of an optically active secondary alcohol 
represented by the general fomiula (3) having a nitrogenous or oxygenic functional group at any of the a-, p- and y- 
positions: 



wherein 

n is an Integer of from 0 to 2; 
Ri represents: 

(a) a straight-chain lower alkyi group, 

(b) an optionally substituted monocyclic aromatic hydrocariDon ring group, 

(c) an optionally substituted fused bicyclic aromatic hydrocariDon ring group, 

(d) an optionally substituted fused tricyclic aromatic hydrocartjon ring group, 

(e) an optionally substituted monocyclic hetero aromatic ring group, 

(f) an optionally substituted fused bicyclic heteroaromatic ring group, or 

(g) an optionally substituted fused tricyclic heteroaromatic ring group; 

A represents: 



OH 




(3) 



(a) CH2NR2R3, 

(b) CH2OR4. or 

(C) CH(0R15)2; 



R2 represents: 
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(a) an acyl or alkyloxycarbonyl group, 

(b) an optionally substituted straight-chain alkyi group, 

(c) an optionally substituted branched-chain alkyI group, 

(d) an optionally substituted cyclic alkyI group, 

(e) an optionally substituted alkenyl group, 

(f) an optionally substituted aralkyi group, 

(g) an optionally substituted aryl group, 

(h) a heteroatom-containing saturated carbon chain group, 
(1) a heteroatom-containing unsaturated carbon chain group, 
G) an optionally substituted heteromonocyclic group, 

(k) an optionally substituted heteropolycycllc group, or 

(I) a composite group consisting of members suitably selected from any of (b) to (k); 
when R2 is (a) an acyl or alkyloxycarbonyl group among the above groups, ffi represents: 

(a) hydrogen, 

(b) an optionally substituted straight-chain alkyI group, 

(c) an optionally substituted branched-chain alkyI group, 

(d) an optionally substituted cyclic alky I group, 

(e) an optionally substituted alkenyl group, 

(f) an optionally substituted aralkyi group, 

(g) an optionally substituted aryl group, 

(h) a heteroatom-containing saturated carbon chain group, 

(i) a heteroatom-containing unsaturated carbon chain group, 
(j) an optionally substituted heteromonocyclic group, 

(k) an optionally substituted heteropolycycllc group, or 

(I) a composite group consisting of members suitably selected from any of (b) to (k); 

alternatively, when R2 is any group other than (a) an acyl or alkyloxycarbonyl group among the above groups, R3 
represents: 

(a) an optionally substituted straight-chain alkyI group, 

(b) an optionally substituted branched-chain alkyI group, 

(c) an optionally substituted cyclic alkyI group, 

(d) an optionally substituted alkenyl group, 

(e) an optionally substituted aralkyi group, 

(f) an optionally substituted aryl group, 

(g) a heteroatom-containing saturated carbon chain group, 

(h) a heteroatom-containing unsaturated carbon chain group, 
(I) an optionally substituted heteromonocyclic group, 

(j) an optionally substituted heteropolycycllc group, or 

(k) a composite group consisting of members suitably selected from any of (a) to (j); and R2 and R3 may be 
linked to each other to fomn a heterocyclic group; 

R^ represents: 

(a) an optionally substituted straight-chain alkyi group. 

(b) an optionally substituted branched-chain alkyI group, 

(c) an optionally substituted cyclic alkyI group, 

(d) an optionally substituted benzyl group, 

(e) an optionally substituted aralkyi group, 

(f) an optionally substituted aryl group, 

(g) a heteroatom-containing saturated carbon chain group, 

(h) a heteroatom-containing unsaturated carbon chain group, 

(i) an optionally substituted heteromonocyclic group 
(j) an optionally substituted heteropolycycllc group, 

(k) a composite group consisting of members suitably selected from any of (a) to (j), or 
(I) an organosilicon group represented by SIR5R6R7; 
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R5, R6 and each independently represent: 



(a) a straight-chain or branched-chain lower aikyi group, or 

(b) a phenyl group; 

5 

Ri5 represents: 



(a) a straight-chain lower alkyi group, 

(b) a branched-chain lower alky I group, 
10 (c) a cyclic lower alky! group, 

(d) an optionally substituted phenyl group, 

(e) an optionally substituted benzyl group, or 

(f) alternatively, two R^^ are bonded to each other to fonri a cyclic ketal group; and 



* represents an asymmetric carbon atom, 

which comprises asymmetrically hydrogenating a ketone compound represented by the general formula (1) having a 
nitrogenous or oxygenic functional group at any of the a-, p- and y-positions: 



20 



O 



(1) 



25 wherein R^ A and n are as defined above, or a mineral or organic acid salt thereof, with a catalyst in the presence of 
hydrogen or in the presence of hydrogen and a base, the catalyst being a ruthenium/optically active bidentate phos- 
phine/diamine complex represented by the general fomiula (2): 



30 



35 



40 




(2) 



wherein 



45 m is an integer of from 0 to 2; 

X and Y may be covalently or ionically bonded to the ruthenium metal, and they independently represent: 

(a) hydrogen, 

(b) halogen, 

50 (c) an alkoxy group, 

(d) a carboxyl group, or 

(e) other anion radical; 

Ari and Ar^ independently represent a phenyl group substituted with from zero to five substituents selected from 
55 straight-chain or branched-chain lower alkyi group, halogen or lower alkoxy group; 

R® represents: 



(a) hydrogen, 



5 
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(b) a lower alkyi group, 

(c) a lower alkoxy group, or 

(d) N(R'*^)2 wherein R''^^ represents a lower alkyI group; 
R9 represents: 

(a) hydrogen, 

(b) a lower alkyl group, or 

(c) a lower alkoxy group; 

Rio represents: 

(a) a lower alkyl group, or 

(b) a lower alkoxy group; 

the dashed line linking one R^^ to the other R''^ means that one R^o may be bonded to the other R''^ via an oxygen 
atom; one dashed line linking R^ to Rio, and the other dashed line linking R9 to R^^ independently mean that each 
pair of R9 and R^o taken together with the benzene ring to which they are attached may fomri a ring selected from 
the following rings: 

(a) an optionally substituted tetralin ring, 

(b) an optionally substituted naphthalene ring, and 

(c) an optionally substituted 1 ,3-benzodioxole ring; 

R"""" represents: 

(a) hydrogen, 

(b) a straight-chain lower alkyl group, 

(c) a branched-chain lower alkyl group, 

(d) a cyclic lower alkyl group, 

(e) a phenyl group substituted with from zero to five substrtuents selected from lower alkyl groups or lower 

alkoxy groups, 

(f) a 1-naphthyl group substituted with from zero to seven substituents selected from lower alkyl groups or 
lower alkoxy groups, or 

(g) a 2-naphthyl group substituted with from zero to seven substituents selected from lower alkyl groups or 
lower alkoxy groups; 

provided that (I) when R^^ is hydrogen, then R^2 an^j R''^ are independently represent: 

(a) hydrogen, 

(b) a straight-chain lower alkyl group, 

(c) a branched-chain lower alkyl group, 

(d) a cyclic lower alkyl group, 

(e) a phenyl group substituted with from zero to five substituents selected from lower alkyl groups or lower 
alkoxy groups, 

(f) a 1-naphthyl group substituted with from zero to seven substituents selected from lower alkyl groups or 
lower alkoxy groups, 

(g) a 2-naphthyl group substituted with from zero to seven substituents selected from lower alkyl groups or 
lower alkoxy groups, or 

(h) alternatively, R'^2 and R^^ be bonded to each other to fonri a ring selected from: 

(h-1} a cycloalkyi ring, or 

(h-2) a heteroatom-containing heterocyclic ring; or 
(II) when R^"" is other than hydrogen, then R^^ represents: 

(a) a straight-chain lower alkyl group, 

(b) a branched-chain lower alkyl group, 
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(c) a cyclic lower alkyi group, 

(d) a phenyl group substituted with from zero to five substituents selected from lower alkyt groups or lower 
alkoxy groups. 

(e) a 1-naphthyl group substituted with from zero to seven substituents selected from lower alkyl groups or 
5 lower alkoxy groups, or 

(f) a 2-naphthyl group substituted with from zero to seven substituents selected from lower alkyl groups or 
lower alkoxy groups; and 

R13 represents: 

10 

(a) hydrogen, 

(b) a lower alkyl group, or 

(c) a benzyl group. 

15 [0010] Further, the present invention is also a process for the preparation of an optically active secondary alcohol, 
wherein and A in the general fonnula (1) set forth above comprise no acidic substituents. 

[0011] Further, the present invention is also a process for the preparation of an optically active secondary alcohol, 
wherein Ar^ and Ar^ in the general fomnula (2) set forth above independently represent a phenyl group having from 
two to five substituents selected from the group consisting of straight-chain or branched-chain lower alkyl groups, 
20 halogens, or lower alkoxy groups provided that at least two of the said substituents are straight-chain or branched- 
chain lower alkyl groups. 

[0012] Further, the present invention is also a process for the preparation of an optically active secondary alcohol, 
wherein in the general formula (1) set forth above, n is 0; A is CHgNR^R^; R1 is a phenyl group having at 3-position a 
nitro group, an amino group, or N(CH2CgH5)S02R''^ wherein R^^ is a methyl group or a benzyl group, and at 4-posltion 

25 hydrogen, halogen, or a benzyloxy group; R^ Is an acyl group, an alkyloxycarbonyl group, or a benzyl group; and R^ 
is an ethyl group which is bonded at its end to the fused tricyclic ring group via an oxygen atom. 
[0013] Further, the present invention provides a practical process for the preparation of optically active secondary 
alcohols containing an amino group, optically active diols and optically active hydroxyaldehydes which are useful in a 
variety of applications, for example, as an Intemnediate for producing medicaments and pesticides or as medicaments 

30 and pesticides per se, wherein the process comprises sequentially or simultaneously removing the nitrogen- and ox- 
ygen-protecting groups of the optically active secondary alcohols obtained by the preparing process set forth above. 
[0014] Further, the present invention also provides a process for the preparation of an optically active secondary 
alcohol containing an amino group, wherein the process comprises converting a terminal primary hydroxyl group of an 
optically active diol into a leaving group by a conventional method; when the diol is an optically active 1 ,2-dlol, optionally 

35 converting it into an optically active epoxy compound; and reacting the reaction product with a primary or secondary 
amine compound. 

[0015] Further, the present invention also provides a short process for the preparation of an optically active secondary 
alcohol containing an amino group, wherein the process comprises converting an optically active secondary alcohol 
having a temriinal aldehyde group protected as ketal into the corresponding optically active imino alcohol by deprotecting 
40 the aldehyde group followed by a reaction with a prim'ary amine compound; and subjecting the thus obtained Imino 
alcohol to a conventional Im I ne- reducing reaction. 

[0016] Examples of such an optically active secondary alcohol containing an amino group which is particularly im- 
portant as an medicament, may be mentioned as follows. For example, examples of the alcohol compound having an 
amino group at the a-position include adrenaline derivatives having an activity as a sympathetic receptor agonist or 

45 antagonist, such as an antiasthmatic agent acting on the bronchial smooth muscle and a vasopressor acting on the 
heart. Compounds disclosed In WO 97/2531 1 and WO 99/01 431 are described therein as being very useful for treating 
and preventing diabetes, obesity, hyperiipidemia and the like. Examples of the alcohol compound having an amino 
group at the p-posltion include compounds acting on the central nervous system, such as trihexyphenidyl hydrochloride 
which Is an antiparkinson agent. Examples of the alcohol compound having an amino group at the 7-positlon Include 

so nonsedating histamine H^-receptor antagonists (allergic disease-treating agents) such as Terfenadine, antipsychotic 
agents such as BMS 181100 (described in the literature: J. Med. Chem. , Vol. 35, 4516-4525 (1992)), and drugs acting 
on the central nervous system. 

[001 7] The disclosures in the text of specification and/or drawings of Japanese Patent Application No. 2000-301 27, 
from which the present application claims the priority right, is incorporated herein. 

55 

PREFERRED EMBODIMENTS OF THE INVENTION 

[0018] The present invention has the technical features set forth above. Preferred embodiments of the present in- 
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vention will be described below in more detail. As a reaction substrate, ketone connpounds having a nitrogenous or 
oxygenic functional group at any of the a-, p- and T^positions are represented by the general formula (1) wherein n 
represents an integer of from 0 to 2, with 0 being preferred. 
[0019] R"* represents: 



(a) a straight-chain lower alkyi group, 

(b) an optionally substituted monocyclic aromatic hydrocarbon ring group, 

(c) an optionally substituted fused bicyclic aromatic hydrocarbon ring group, 

(d) an optionally substituted fused tricyclic aromatic hydrocarbon ring group, 

(e) an optionally substituted monocyclic heteroaromatic ring group, 

(f) an optionally substituted fused bicyclic heteroaromatic ring group, or 

(g) an optionally substituted fused tricyclic heteroaromatic ring group. 



[0020] With respect to the groups represented by R^ (a) a straight-chain lower alkyI group means a straight-chain 
alky! group having from one to six carbon atoms. "Optionally substituted group" refen'ed to in (b) to (g) means a group 
optionally substituted with from one to nine substituents which may be the same or different from each other. 
[0021] The substituents Include alkyI group, alkoxy group, halogen, alkenyl group, nitro group, amino group, acylated 
amino group, alkylsulfonylated amino group, and cyano group. The substituents preferably comprise no acidic func- 
tional groups such as phenolic hydroxy] group and carboxylic acid group. 

[0022] Examples of (a) a straight-chain lower alkyI group include methyl group, ethyl group, n-propyl group, n-butyl 
group, n-pentyl group, and n-hexyl group, with methyl group being preferred. 

[0023] Examples of (b) an optionally substituted monocyclic aromatic hydrocarbon ring group include 3-aminophenyl 
group, 3-nitrophenyl group, 3-[(benzyl)(methylsulfonyl)amino]phenyl group, 3-[(benzyl)(ben2ylsulfonyl)amino]phenyl 
group, 4-methoxyphenyl group, 4-nitrophenyl group, 4-chlorophenyl group, 4-bromophenyl group, 4-ben2yloxyphenyl 
group, 3,4-dichlorophenyl group, 3,4-dibromophenyl group, 4rChloro-3-aminophenyl group, 4-chloro-3-[(benzyl) (meth- 
ylsulfonyl)amino]phenyl group, 4-chloro-3-[(benzyl](benzylsulfonyl)amino]phenyl group, 4-chloro-3-nitrophenyl group, 
4-bromo-3-aminophenyl group, 4-bromo-3-[(benzyl)(methylsulfonyl)-amino]phenyl group, 4-bromo-3-[(benzyl)(benzyl- 
sulfonyl)amino]phenyl group, 4-bromo-3-nitrophenyl group, 4-benzyloxy-3-nitrophenyl group, 4-benzyloxy-3-ami- 
nophenyl group, 4-benzyloxy-3-[(benzyl) (methylsulfonyl)amino]phenyl group, 4-benzyloxy-3-[(ben2yl)(benzylsulfonyl) 
amino]phenyl group, 4-ben2yloxy-3-[(hydroxy)methyl]phenyl group, and xylyl group. 

[0024] More preferred examples of (b) include 3-aminophenyl group, 3-nitrophenyl group, 3-[(benzyl)(methylsulfonyl) 
amino]phenyl group, 4-methoxyphenyl group, 4-benzyloxyphenyl group, 4-chloro-3-aminophenyl group, 4-chloro- 

3- [(benzyl) (methylsulfonyl)amino]phenyl group, 4-chloro-3-nitrophenyl group, 4-bromo-3-aminophenyl group, 4-bro- 
mo-3-[(benzyl) (methylsulfonyl)amino]phenyl group, 4-bromo-3-nitrophenyl group, 4-benzyloxy-3-nitrophenyl group, 

4- ben2yloxy-3-aminophenyl group, 4-ben2yloxy-3-[(ben2yl) (methylsulfonyl)amino]phenyl group, and 4-ben2yloxy- 
3-[(hydroxy)methyl]phenyl group. 

[0025] Examples of (c) an optionally substituted fused bicyclic aromatic hydrocarbon ring group include 1-naphthyl 
group, 2-naphthyl group, 2-indenyl group, 3-indenyl group, 4-indenyl group, 5-indenyl group, 6-indenyl group, 7-indenyl 
group and the like, with 1-naphthyl group and 2-naphthyl group being more preferred. 

[0026] Examples of (d) an optionally substituted fused tricyclic aromatic hydrocarbon ring group include anthracenyl 
group, phenanthrenyl group, fluorenyl group and the like. 

[0027] Examples of (e) an optionally substituted monocyclic heteroaromatic ring group include 2-thienyl group, 
3-thienyl group, 2-furyl group, 3-furyl group, 3-pyrrolyl group, 3-pyra2olyl group, 4-pyra2olyl group, 4-imidazolyl group, 
oxa2olyl group, isoxazolyl group, thla20lyl group, 3-pyranyl group, 4-pyranyl group, 5-pyranyl group, 6-pyranyl group, 
pyridyl group, pyridazinyl group, pyrimidinyl group, pyrazinyl group, oxazlnyl group, triazinyl group and the like, with 
3-furyl group and pyridyl group being more preferred. 

[0028] Examples of (f) an optionally substituted fused bicyclic heteroaromatic ring group include xanthenyl group, 

3- indolyl group, 4-indolyl group, 5-indolyl group, 6-indolyl group, 7-indolyl group, 4-isoindolyl group, 5-isoindolyl group, 
6-isoindolyl group, 7-isoindolyl group, 4-ben2imida20lyl group. 5-ben2imida2olyl group, 6-ben2imida2olyl group, 7-ben- 
zimidazolyl group, benzofuranyl group, 4-dihydrobenzofuranyl group, 5-dihydrobenzofuranyl group, 6-dihydrobenzo- 
furanyl group, 7-dihydroben2ofuranyl group, thionaphthenyl group, ben2oxa20lyl group, quinolyl group, isoquinolyl 
group, quinoli2lnyl group, quinoxalinyl group, phthala2inyl group, naphthyridinyl group and the like. 

[0029] Preferred examples include 3-indolyl group, 4-indolyl group, 6-indolyl group, 4-ben2imidazolyl group, 5-ben- 
2rmida20lyl group, 6-ben2imida2olyl group, 7-benzimida2olyl group, 4-benzofuranyl group, 5-benzofuranyl group, 
6-benzofuranyl group, 4-dihydrobenzofuranyl group, 5-dihydrobenzofuranyl group, 6-dihydroben20furanyl group, 

4- ben20xazolyl group, 5-benzoxazolyl group, 6-benzoxa2olyl group, 7-ben20xazolyl group, and quinoxalinyl group. 
[0030] More preferred examples include 4-indolyl group, 6-indolyl group, 4-benzimlda20lyl group, 5-ben2imida20lyl 
group, 6-ben2imida20lyl group, 4-ben20xazolyl group, and 6-ben2oxa20lyl group. 
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[0031] Examples of (g) an optionally substituted fused tricyclic heteroaromatic ring group include acridinyl group, 
thianthracenyl group, phenoxazinyl group, phenothiazinyl group, cariDazolyl group, dibenzofuranyl group, and diben- 
zothiophenyl group, with acridinyl group and phenoxazinyl group being preferred. 
[0032] Annong the abovementloned groups, is preferably: . 

(b) an optionally substituted monocyclic aromatic hydrocarbon ring group, 

(c) an optionally substituted fused bicyclic aromatic hydrocarbon ring group, 

(e) an optionally substituted monocyclic heteroaromatic ring group, or 

(f) an optionally substituted fused bicyclic heteroaromatic ring group; 

more preferably: 



(b) an optionally substituted monocyclic aromatic hydrocarbon ring group, 

(c) an optionally substituted fused bicyclic aromatic hydrocarbon fused ring group, or 
15 (f) an optionally substituted fused bicyclic heteroaromatic ring group; and 

still more preferably: 

(b) an optionally substituted monocyclic aromatic hydrocarbon ring group, or 
20 (f) an optionally substituted fused bicyclic heteroaromatic fused ring group. 

[0033] A represents (a) CHgNRSRS, (b) CHgOR^, or (c) CHCORiS)^^ with (a) CH2NR2R3 being pretended. 
R2 represents: 

25 (a) an acyl or alkyloxycarbonyl group, 

(b) an optionally substituted straight-chain alkyi group, 

(c) an optionally substituted branched-chain alkyI group, 

(d) an optionally substituted cyclic alkyI group, 

(e) an optionally substituted alkenyl group, 
30 (f) an optionally substituted aralkyi group, 

(g) an optionally substituted aryl group, 

(h) a heteroatom-containing saturated carbon chain group, 

(i) a heteroatom-containing unsaturated carbon chain group, 
(j) an optionally substituted heteromonocyclic group, 

35 (k) an optionally substituted heteropolycyclic group, or 

(I) a composite group consisting of members suitably selected from any of (b) to (k). 

[0034] With respect to the groups represented by R2, "optionally substituted group" referred to In (b) to (g), (j) and 
(k) means a group optionally substituted with from one to twenty substituents which may be the same or different from 
^0 each other, preferably a group optionally substituted with from one to nine substituents which may be the same or 
different from each other, and more preferably a group optionally substituted with from one to five substituents which 
may be the same or different from each other. 

[0035] The substituents may include alkyI group, alkoxy group, halogen, alkenyl group, nitro group, amino group, 
acytated amino group, alkylsulfonylated amino group, cyano group, hydroxyl group protected with silyl group, and 
^5 aryloxy group. The substituents preferably comprise no acidic functional groups such as phenolic hydroxyl group and 
carboxyllc acid group. 

[0036] Members of (a) an acyl group and alkyloxycartsonyi group are not limited as long as they are those commonly 
used, and preferred examples include acyl groups derived from alky Icarboxy lie acid, such as fomriyl group, acetyl group, 
propionyl group, butyryl group, pentanoyl group, hexanoyi group, trifluoroacetyi group, and pivaloyt group; acyl groups 
50 derived from aromatic cariaoxylic acid, such as benzoyl group, 4-methoxybenzoyl group, 2,4,6-trimethylbenzoyl group, 
naphthoyi group and the like; and carbamate type protecting groups, such as tert-butoxycarbonyl group, benzyloxy- 
cariDonyl group, p-methoxybenzylcariaonyl group, 2,2,2-trichloroethoxycarbonyl group and the like. More preferred ex- 
amples include acetyl group, benzoyl group, and tert-butoxycarbonyl group. • 

[0037] Examples of (b) an optionally substituted straight-chain alkyI group include methyl group, ethyl group, propyl 
55 group, butyl group, pentyl group, hexyl group and the like, with methyl group being preferred. 

[0038] Examples of (c) an optionally substituted branched-chain alkyI group'include isopropyl group, isobutyl group, 
sec-butyl group, tert-butyl group, cyclopropylmethyl group, cyclop ropy I ethyl group, cyclobutylm ethyl group, cy- 
clobutylethyl group, cyclopentylmethyl group, cyclopentylethyl group, cyclohexylmethyl group, cyclohexylethyl group 
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and the (ike, with isopropyl group, tert-butyl group, cyclopentylmethyl group, and cyclohexylmethyl group being pre- 
ferred. 

[0039] Examples of (d) an optionally substituted cyclic alkyi group include cyclopropyl group, cyclobutyl group, cy- 
clopentyl group, cyclohexyl group, cycloheptyl group and the like, with cyclopropyl group being preferred. 
[0040] Examples of (e) an optionally substituted alkenyl group include allyl group and vinyl group, with allyl group 
being preferred. 

[0041] Examples of (f) an optionally substituted aralkyi group include benzyl group, p-methoxybenzyl group, p-ni- 

trobenzyl group and the like, with benzyl group and p-methoxybenzyl group being preferred. 

[0042] Examples of (g) an optionally substituted aryl group include phenyl group, substituted phenyl group, naphthyl 

group, substituted naphthyl group, anthryl group, substituted anthryl group, phenanthryl group, substituted phenanthryl 

group, indenyl group, substituted indenyl group, fluorenyl group, substituted fluorenyl group and the like, with phenyl 

group, substituted phenyl group, naphthyl group, and substituted naphthyl group being preferred. 

[0043] Examples of (h) an heteroatom-contalning saturated carbon chain group include: 

(h-1) methyl group, ethyl group, propyl group, butyl group, pentyl group, hexyl group, Isopropyl group, isobutyl 
group, sec-butyl group, tert-butyl group, cyclop ropy Im ethyl group, cyclop ropy lethyl group, cyclobutylmethyl group, 
cyclobutylethyl group, cyclopentylmethyl group, cyclopentylethyl group, cyclohexylmethyl group, cyclohexylethyl 
group, and the like which are substituted directly with an optionally substituted heteroaromatic ring group; 
{h-2) methyl group, ethyl group, propyl group, butyl group, pentyl group, hexyl group, Isopropyl group, Isobutyl 
group, sec-butyl group, tert-butyl group, cyclopropylmethyl group, cyclopropylethyl group, cyclobutylmethyl group, 
cyclobutylethyl group, cyclopentylmethyl group, cyclopentylethyl group, cyclohexylmethyl group, cyclohexylethyl 
group, and the like which are substituted with a heteroatom existing as a substituent on an optionally substituted 
heteroaromatic ring group; 

(h-3) methyl group, ethyl group, propyl group, butyl group, pentyl group, hexyl group, Isopropyl group, isobutyl 
group, sec-butyl group, tert-butyl group, cyclopropylmethyl group, cyclopropylethyl group, cyclobutylmethyl group, 
cyclobutylethyl group, cyclopentylmethyl group, cyclopentylethyl group, cyclohexylmethyl group, cyclohexylethyl 
group, and the like which are substituted directly with an optionally substituted saturated heterocyclic ring group; 
and 

(h-4) methyl group, ethyl group, propyl group, butyl group, pentyl group, hexyl group, isopropyl group, isobutyl 
group, sec-butyl group, tert-butyl group, cyclopropylmethyl group, cyclopropylethyl group, cyclobutylmethyl group, 
cyclobutylethyl group, cyclopentyl-methyl group, cyclopentylethyl group, cyclohexylmethyl group, cyclohexylethyl 
group, and the like which are substituted with a heteroatom existing as a substituent on an optionally substituted 
saturated heterocyclic ring group. 

[0044] A heteroatom-containing saturated carbon chain group as (h) Is preferably selected from (h-1 ) and (h-2), and 
more preferably from {h-2). 

[0045] In (h-2), the heteroatom-containing saturated carbon chain group is preferably methyl, ethyl, propyl, butyl, 
pentyl or hexyl group substituted with a heteroatom existing as a substituent on an optionally substituted heteroaromatic 
ring group, and more preferably methyl or ethyl group substituted with a heteroatom existing as a substituent on an 
optionally substituted hetero -aromatic ring group. In addition, "heteroatom existing as a substituent" is preferably ox- 
ygen atom or nitrogen atom, and more preferably oxygen atom. 

[0046] With respect to (h-1 ) and (h-2), examples of "optionally substituted heteroaromatic ring group" Include thienyl 
group, furyl group, pyrrolyl group, pyrazolyl group, imidazolyl group, oxazolyl group, isoxazolyl group, thiazolyl group, 
pyridyl group, pyridazinyl group, pyrimidinyl group, pyrazinyl group, oxazinyl group, triazinyl group, indolyl group, iso- 
indolyl group, benzimidazolyl group, benzofuranyl group, dihydrobenzofuranyl group, thionaphthenyl group, dihydro- 
thionaphthenyl group, benzoxazolyl group, quinolyl group, isoquinolyl group, quinolizinyl group, quinoxalinyl group, 
phthalazinyl group, naphthyridinyl group, acrldinyl group, phenoxazlnyl group, phenothiazinyl group, purlnyl group, 
xanthinyl group, pteridlnyl group, carbazolyl group, dibenzofuranyl group, dibenzothiophenyl group, tetrahydrocarba- 
zolyl group, tetrahydrodibenzofuranyl group, tetrahydrodibenzothiophenyl group and the like. Preferred examples In- 
clude indolyl group, benzimidazolyl group, benzofuranyl group, benzoxazolyl group, quinolyl group, isoquinolyl group, 
phenoxazinyl group, phenothiazinyl group, carbazolyl group, dibenzofuranyl group, dibenzothiophenyl group, tetrahy- 
dro-carbazolyl group, tetrahydrodibenzofuranyl group, and tetrahydrodibenzothiophenyl group. More preferred exam- 
ples include carbazolyl group, dibenzofuranyl group, dibenzothiophenyl group, tetrahydrocarbazolyl group, tetrahy- 
drodibenzofuranyl group, and tetrahydrodibenzothiophenyl group. 

[0047] With respect to {h-3) and (h-4), examples of "optionally substituted saturated heterocyclic ring group" Include 
tetrahydrofuranyl group, tetrahydrothienyl group, pyrrolidinyl group, pyrazolonyl group, isoimidazolyl group, imidazoli- 
nyl group, imidazolidinyl group, oxazolinyl group, oxazolldinyl group, pyranyl group, thiazinyl group, orthooxazinyl 
group, oxazinyl group, piperidyl group, piperazinyl group, homopiperazinyl group, dioxanyl group, morpholinyl group, 
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thioxanyl group, thiomorpholinyl group and the like, with pyrrolidinyl group, piperazinyl group, homopiperazlnyi group, 
dioxanyl group, and morphollnyl group being preferred. 

[0048] In addition, with respect to (h-2) and (h-4), "heteroatom existing as a substituent" may be oxygen atom, ni- 
trogen atom, or sulfur atom, with oxygen atom and nitrogen atom being more preferred. 
[0049] Examples of (i) a heteroatom-containing unsaturated carbon chain group include: 

(i-1) ethylene group, propylene group, butenyl group, pentenyl group, hexenyl group, and the like which are sub- 
stituted directly with an optionally substituted heteroaromatic ring group; 

(i-2) ethylene group, propylene group, butenyl group, pentenyl group, hexenyl group, and the like which are sub- 
stituted with a heteroatom existing as a substituent on an optionally substituted hetero-aromatic ring group; 
(i-3) ethylene group, propylene group, butenyl group, pentenyl group, hexenyl group, and the like which are sub- 
stituted directly with an optionally substituted saturated heterocyclic ring group; and 

(t-4) ethylene group, propylene group, butenyl group, pentenyl group, hexenyl group, and the like which are sub- 
stituted with a heteroatom existing as a substrtuent on an optionally substituted saturated heterocyclic ring group. 

[0050] A heteroatom-containing unsaturated carbon chain group as (I) is preferably selected from (i-1 ) and (i-3), and 
more preferably from (i-1 ). 

[0051] In (i-1 ), the heteroatom-containing unsaturated carbon chain group Is preferably ethylene or propylene group 
substituted directly with an optionally substituted heteroaromatic ring group. With respect to (i-1) and (i-2), examples 
of "optionally substituted heteroaromatic ring group" include thienyl group, furyl group, pyrrolyl group, pyrazolyl group, 
imidazolyl group, oxazolyl group, isoxazolyl group, thiazolyl group, pyridyl group, pyridazinyl group, pyrimidinyl group, 
pyrazinyl group, oxazinyl group, triazinyl group, indolyl group, isoindolyl group, benzimidazolyl group, benzofuranyl 
group, dihydrobenzofuranyl group, thionaphthenyl group, dihydrothionaphthenyl group, benzoxazolyl group, quinolyl 
group, isoquinotyl group, quinolizinyl group, quinoxallnyl group, phthalazlnyl group, naphthyridlnyl group, acridinyl 
group, phenoxazinyl group, phenothiazinyl group, purinyl group, xanthinyi group, pteridinyl group, cartDazolyl group, 
dibenzofuranyl group, dibenzothlophenyl group, tetrahydrocarbazolyl group, tetrahydrodibenzofuranyl group, tetrahy- 
drodibenzothiophenyl group and the like. Preferred examples include indolyl group, benzimidazolyl group, benzofuranyl 
group, benzoxazolyl group, quinolyl group, isoquinolyl group, phenoxazinyl group, phenothiazinyl group, carbazolyl 
group, dibenzofuranyl group, dibenzothlophenyl group, tetrahydro-cari^azolyl group, tetrahydrodibenzofuranyl group, 
and tetrahydrodibenzothiophenyl group. More preferred examples include cariDazolyl group, dibenzofuranyl group, 
dibenzothlophenyl group, tetrahydrocartDazotyl group, tetrahydrodibenzofuranyl group, and tetrahydrodibenzothiophe- 
nyl group. 

[0052] With respect to (i-3) and (i-4), examples of "optionally substituted saturated heterocyclic ring group" Include 
tetrahydrofuranyl group, tetrahydrothienyl group, pyrrolidinyl group, pyrazolohyl group, Isoimidazolyl group, imidazoli- 
nyl group, imidazolidinyl group, oxazolinyl group, oxazolidlnyl group, pyranyl group, thiazinyl group, orthooxazinyl 
group, oxazinyl group, piperidyl group, piperazinyl group, homopiperazlnyi group, dioxanyl group, morpholinyl group, 
thioxanyl group, thiomorpholinyl group and the like, with pyrrolidinyl group, piperazinyl group, homopiperazlnyi group, 
dioxanyl group, and morpholinyl group being preferred. 

[0053] In addition, with respectto (1-2) and (1-4), "heteroatom existing as a substituent" may be oxygen atom, nitrogen 
atom, or sulfur atom, with oxygen atom and nitrogen atom being more preferred. 

[0054] Examples of (j) an optionally substituted heteromonocyclic group Include thienyl group, furyl group, pyn'oly! 
group, pyrazolyl group, Imidazolyl group, oxazolyl group, isoxazolyl group, thiazolyl group, pyridyl group, pyridazinyl 
group, pyrimidinyl group, pyrazinyl group, oxazinyl group, triazinyl group, tetrahydrofuranyl group, tetrahydrothienyl 
group, pyrrolidinyl group, pyrazolonyl group, isoimidazolyl group, imidazolinyl group, imidazolidinyl group, oxazolinyl 
group, oxazolidlnyl group, pyranyl group, thiazinyl group, orthooxazinyl group, oxazinyl group, piperidyl group, piper- 
azinyl group, homopiperazlnyi group, dioxanyl group, morpholinyl group, thioxanyl group, thiomorpholinyl group and 
the like, with furyl group, pyrrolyl group, and pyridyl group being preferred. 

[0055] Examples of (k) an optionally substituted heteropolycycllc group Include indolyl group, isoindolyl group, ben- 
zimidazolyl group, benzofuranyl group, dihydrobenzofuranyl group, thionaphthenyl group, dihydrothionaphthenyl 
group, benzoxazolyl group, quinolyl group, isoquinolyl group, quinolizinyl group, quinoxallnyl group, phthalazlnyl group, 
naphthyridinyl group, acridinyl group, phenoxazinyl group, pheriotHlazinyl group, purinyl group, xanthinyi group, pte- 
ridinyl group, cartDazolyl group, dibenzofuranyl group, dibenzothlophenyl group, tetrahydrocartDazoIyi group, tetrahy- 
drodibenzofuranyl group, tetrahydrodibenzothiophenyrgroup and the like. Preferred examples Include indolyl group, 
benzimidazolyl group, benzofuranyl group, benzoxazolyl group, quinolyl grouprisoquinoiyl group, phenoxazinyl group, 
phenothiazinyl group, carisazolyl group, dibenzofuranyl group, dibenzothlophenyl group, tetrahydrocarbazolyl group, 
tetrahydrodibenzofuranyl group, and tetrahydrodibenzothiophenyl group. 
[0056] Among the abovementloned groups, is preferably: 
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(a) an acyl or alkyloxycarbonyl group, 

(b) an optionally substituted straight-chain alkyi group, 

(c) an optionally substituted branched-chain alky! group, 

(d) an optionally substituted cyclic alky! group, 

(e) an optionally substituted alkenyl group, 

(f) an optionally substituted aralkyi group, 

(g) an optionally substituted aryl group, or 

(h) a heteroatom-containing saturated carbon chain group; 

more preferably: 

(a) an acyl or alkyloxycarbonyl group, 

(b) an optionally substituted straight-chain alkyI group, 

(c) an optionally substituted branched-chain alkyI group, 

(e) an optionally substituted alkenyl group, or 

(f) an optionally substituted aralkyi group; and 

still more preferably: 

(a) an acyl or alkyloxycarbonyl group, or 
(f) an optionally substituted aralkyi group. 

When (I) R2 is (a) an acyl or alkyloxycarbonyl group among the above groups. R3 represents: 
(la) hydrogen, 

(lb) an optionally substituted straight-chain alkyI group, 

(Ic) an optionally substituted branched-chain alkyI group, 

(Id) an optionally substituted cyclic alkyI group, 

(le) an optionally substituted alkenyl group, 

(If) an optionally substituted aralkyi group, 

(Ig) an optionally substituted aryl group, 

(Ih) a heteroatom-containing saturated carbon chain group, 

(li) a heteroatom-containing unsaturated carbon chain group, 

(Ij) an optionally substituted heteromonocyclic group, 

(Ik) an optionally substituted heteropolycyclic group, or 

(II) a composite group consisting of members suitably selected from any of (lb) to (Ik); or 

altematively, when (II) R2 is any group other than (a) an acyl or alkyloxycarbonyl group among the above groups, ffi 
represents: 

(lib) an optionally substituted straight-chain alkyI group, 

(lie) an optionally substituted branched-chain alkyI group, 

(lid) an optionally substituted cyclic alky! group, 

(He) an optionally substituted alkenyl group, 

(lit) an optionally substituted aralkyi group, 

(llg) an optionally substituted aryl group, 

(llh) a heteroatom-containing saturated carbon chain group, 

(Hi) a heteroatom-containing unsaturated carbon chain group. 

(Ilj) an optionally substituted heteromonocyclic group, 

(Ilk) an optionally substituted heteropolycyclic group, or 

(III) a composite group consisting of members suitably selected from any of (lib) to (Ilk); and R2 and R3 may be 
linked to each other to form a heterocyclic group. The substituents set forth above preferably comprise no acidic 
functional groups such as phenolic hydroxyl group and carboxylic acid group. 

[0057] With respect to the groups represented by R3, "optionally substituted group" referred to in (lb) to (Ig), (Ij), (Ik), 
(lib) to (llg), (Ilj) and (Ilk) means a group optionally substituted with from one to twenty substituents which may be the 
same or different from each other, preferably a group optionally substituted with from one to nine substituents which 
may be the same or different from each other, and more preferably a group optionally substituted with from one to five 
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substrtuents which may be the same or different from each other. 

[0058] The substituents may include alkyl group, alkoxy group, halogen, alkenyl group, nitro group, amino group, 
acylated amino group, alkylsulfonylated amino group, cyano group, hydroxyl group protected with silyi group, aryloxy 
group and the like. The substituents preferably comprise no acidic functional groups such as phenolic hydroxyl group 
and carboxylic acid group, 

[0059] Examples of (lb) and (lib) an optionally substituted straight-chain alkyl group include optionally substituted 
methyl, ethyl, propyl, butyl, pentyl, hexyl groups and the like, with optionally substituted methyl and ethyl groups being 
preferred. Unsubstituted methyl and ethyl groups are also preferred. 

[0060] Examples of (Ic) and (lie) an optionally substituted branched-chain alkyl group include isopropyl group, iso- 
butyl group, sec-butyl group, tert-butyl group, cyclopropylmethyl group, cycloprbpylethyl group, cyclobutylmethyl group, 
cyclobutylethyl group, cyclopentylmethyl group, cyclopentylethyl group, cyclohexylmethyl group, cyclohexylethyl group 
and the like, with isopropyl group, tert-butyl group, cyclopentylmethyl group, and cyclohexylmethyl group being pre- 
ferred. 

[0061] Examples of (Id) and (lid) an optionally substituted cyclb alkyl group include cyclopropyl group, cyclobutyl 
group, cyclopentyl group, cyclohexyl group, cycloheptyl group and the like, with cyclopropyl group being preferred. 
[0062] Examples of (le) and (Me) an optionally substituted alkenyl group include altyl group, vinyl group and the like, 
with allyl group being preferred. 

[0063] Examples of (If) and (I If) an optionally substituted aralkyi group include benzyl group, p-methoxybenzyi group, 
p-nitrobenzyl group and the like, with benzyl group and p-methoxybenzyl group being prefen-ed. 
[0064] Examples of (Ig) and (llg) an optionally substituted aryl group include phenyl group, substituted phenyl group, 
naphthyl group, substituted naphthyl group, anthryl group, substituted anthryl group, phenanthryl group, substituted 
phenanthryl group, indenyl group, substituted indenyl group, fluorenyl group, substituted fluorenyl group and the like, 
with phenyl group, substituted phenyl group, naphthyl group, and substituted naphthyl group being prefen-ed. 
[0065] Examples of (Ih) and (llh) a heteroatom-containing saturated carbon chain group include: 

(h-1) methyl group, ethyl group, propyl group, butyl group, pentyl group, hexyl group, isopropyl group, isobutyl 
group, sec-butyl group, tert-butyl group, cyclopropylmethyl group, cyclop ropy I ethyl group, cyclobutylmethyl group, 
cyclobutylethyl group, cyclopentylmethyl group, cyclppentyiethyl group, cyclohexylmethyl group, cyclohexylethyl 
group and the like which are substituted directly with an optionally substituted heteroaromatic ring group; 
(h-2) methyl group, ethyl group, propyl group, butyl group, pentyl group, hexyl group, isopropyl group, isobutyl 
group, sec-butyl group, tert-butyl group, cyclopropylmethyl group, cycloprbpylethyl group, cyclobutylmethyl group, 
cyclobutylethyl group, cyclopentylmethyl group, cyclopentylethyl group, cyclohexylmethyl group, cyclohexylethyl 
group and the like which are substituted with a heteroatom existing as a substituent on an optionally substituted 
heteroaromatic ring group; 

(h-3) methyl group, ethyl group, propyl group, butyl group, pentyl group, hexyl group, isopropyl group, isobutyl 
group, sec-butyl group, tert-butyl group, cyclopropylmethyl group, cyclopropylethyl group, cyclobutylmethyl group, 
cyclobutylethyl group, cyclopentylmethyl group, cyclopentylethyl group, cyclohexylmethyl group, cyclohexylethyl 
group and the like which are substituted directly with an optionally substituted saturated heterocyclic ring group; and 
(h-4) methyl group, ethyl group, propyl group, butyl group, pentyl group, hexyl group, isopropyl group, isobutyl 
group, sec-butyl group, tert-butyl group, cyclopropylmethyl group, cyclopropylethyl group, cyclobutylmethyl group, 
cyclobutylethyl group, cyclopentylmethyl group, cyclopentylethyl group, cyclohexylmethyl group, and cyclohexy- 
lethyl group and the like which are substituted with a Keteroatdm existiiig as a substituent on an optionally substi- 
tuted saturated heterocyclic ring. 

[0066] With respect to (h-1 ) and (h-2), examples of "optionally substituted heteroaromatic ring group" include thienyl 
group, furyl group, pyrrolyl group, pyrazolyl group, imidazolyl group, oxazolyl group, isoxazolyl group, thiazolyl group, 
pyridyl group, pyridazinyl group, pyrimidinyl group, pyrazinyl group, oxazinyl group, triazinyl group, indolyl group, iso- 
tndotyl group, benzimidazolyl group, benzofuranyl group, dihydrobenzofuranyl group, thionaphthenyl group, dihydro- 
thionaphthenyl group, benzoxazolyl group, quinolyl group, isoquinoiyi group; quinolizinyl group, quinoxalinyl group, 
phthalazinyl group, naphthyridinyl group, acridinyl group, phenoxazinyl group, phenothiazinyl group, purinyl group, 
xanthinyl group, pteridinyl group, carbazolyl group, dibenzofurahyl group,' dibenzothiophenyl group, tetrahydrocarba- 
zolyl group, tetrahydrodibenzofuranyl group, tetrahydrodlbenzothiophenyl group and the like. Preferred examples in- 
clude indolyl group, benzimidazolyl group, benzofuranyl group, benzoxazolyl group, quinolyl group, isoquinoiyi group, 
phenoxazinyl group, phenothiazinyl group, cariDazolyl group, dibenzofuranyl group, dibenzothiophenyl group, tetrahy- 
drocarbazolyl group, tetrahydrodibenzofuranyl group, and tetrahydrodlbenzothiophenyl group, 
[0067] With respect to (h-3) and (h-4), examples of "optionally substituted saturated heterocyclic ring group" include 
tetrahydrofuranyl group, tetrahydrothienyl group, pyrrolidtnyl group, pyrazolonyl group, isolmidazolyl group, Imidazoli- 
nyl group, imidazolidinyl group, oxazolinyl group, oxazolidinyl group, pyranyl group, thiazlnyl group, orthooxazinyl 
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group, oxazinyl group, piperidyl group, piperazlny! group, homopiperazinyl group, dioxanyl group, morpholinyl group, 
thioxanyl group, thiomorpholinyl group and the like, with pyrrolidinyl group, piperazinyl group, homopiperazinyl group, 
dioxanyl group, and morpholinyl group being preferred. 

[0068] With respect to (h-2) and (h-4), "heteroatom existing as a substituenf may be oxygen atom, nitrogen atom, 
or sulfur atom, with oxygen atom and nitrogen atom being prefen-ed. 

[0069] A heteroatom-containing saturated carbon chain group as (Ih) and (llh) is preferably selected from (h-1 ) and 

(h-2), and more preferably from (h-2). 

[0070] In (h-2), the optionally substituted heteroaromatic ring group may be particularly preferably carbazolyl group, 
dibenzofuranyl group, dibenzothiophenyl group, tetrahydrocarbazolyl group, tetrahydrodibenzofuranyl group, or tet- 
rahydrodibenzothiophenyl group. In addition, preferred examples of the saturated carbon chain group substituted with 
a heteroatom existing as a substituent on an optionally substituted heteroaromatic ring group include methyl group, 
ethyl group, propyl group, butyl group, pentyl group, and hexyl group, with methyl group and ethyl group being more 
preferred. Most preferably, the saturated carbon chain group is ethyl group. Further, "heteroatom existing as a substit- 
uent" is preferably oxygen atom or nitrogen atom, and more preferably oxygen atom. 
[0071] Examples of (li) and (Mi) a heteroatom-containing unsaturated carbon chain group include: 

(i-1) ethylene group, propylene group, butenyl group, pentenyl group, hexenyl group and the like which are sub- 
stituted directly with an optionally substituted heteroaromatic ring group; 

(i-2) ethylene group, propylene group, butenyl group, pentenyl group, hexenyl group and the like which are sub- 
stituted with a heteroatom existing as a substituent on an optionally substituted heteroaromatic ring group; 
(i-3) ethylene group, propylene group, butenyl group, pentenyl group, hexenyl group and the like which are sub- 
stituted directly with an optionally substituted saturated heterocyclic ring group; and 

(i-4) ethylene group, propylene group, butenyl group, pentenyl group, hexenyl group and the like which are sub- 
stituted with a heteroatom existing as a substituent on an optionally substituted saturated heterocyclic ring. 

[0072] A heteroatom-containing unsaturated carbon chain group as (11) and (Hi) is preferably selected from (1-1) and 
(i-3), and more preferably from (i-1 ). 

[0073] In (i-1 ), the heteroatom-containing unsaturated carbon chain group is preferably ethylene or propylene group 
substituted directly with an optionally substituted heteroaromatic ring group. 

[0074] With respect to (i-1) and (i-2), examples of "optionally substituted heteroaromatic ring group" Include thienyl 
group, furyl group, pyrrolyl group, pyrazolyl group, imidazolyl group, oxazolyl group, isoxazolyl group, thiazolyl group, 
pyridyl group, pyridazinyl group, pyrimidinyl group, pyrazinyl group, oxazinyl group, triazinyl group, indolyl group, iso- 
indolyl group, benzimidazolyl group, benzofuranyl group, dihydrobenzofuranyl group, thionaphthenyl group, dihydro- 
thionaphthenyl group, benzoxazolyl group, quinolyl group, isoquinolyl group, quinolizinyl group, quinoxalinyl group, 
phthalazinyl group, naphthyridinyl group, acridinyl group, phenoxazinyl group, phenothiazinyl group, purinyl group, 
xanthinyl group, pteridinyl group, carbazolyl group, dibenzofuranyl group, dibenzothiophenyl group, tetrahydrocarba- 
zolyl group, tetrahydrodibenzofuranyl group, tetrahydrodibenzothlophenyl group and the like. Preferred examples of 
"optionally substituted heteroaromatic ring group" include indolyl group, benzimidazolyl group, benzofuranyl group, 
benzoxazolyl group, quinolyl group, isoquinolyl group, phenoxazinyl group, phenothiazinyl group, carbazolyl groupi 
dibenzofuranyl group, dibenzothiophenyl group, tetrahydrocarbazolyl group, tetrahydrodibenzofuranyl group, and tet- 
rahydrodibenzothlophenyl group. More preferred examples include carbazolyl group, dibenzofuranyl group, dibenzo- 
thiophenyl group, tetrahydrocarbazolyl group, tetrahydrodibenzofuranyl group, and tetrahydrodibenzothlophenyl 
group. 

[0075] With respect to (i-3) and (i-4), examples of "optionally substituted saturated heterocyclic ring group" include 
tetrahydrofuranyl group, tetrahydrothienyl group, pyrrolidinyl group, pyrazolonyl group, isolmidazolyl group, imidazoli- 
nyl group, imidazolidinyl group, oxazollnyl group, oxazojidinyl group, pyranyl group, thiazinyl group, orthooxazinyl 
group, oxazinyl group, piperidyl group, piperazinyl group, homopiperazinyl group, dioxanyl group, morpholinyl group, 
thioxanyl group, thiomorpholinyl group and the like, with pyrrolidinyl group, piperazinyl group, homopiperazinyl group, 
dioxanyl group, and morpholinyl group being preferred. 

[0076] With respect to (i-2) and (i-4), "heteroatom existing as a substituenr may be oxygen atom, nitrogen atom, or 
sulfur atom, with oxygen atom and nitrogen atom being preferred. 

[0077] Examples of (Ij) and (llj) "optionally substituted heteromonocyclic group" include thienyl group, furyl group, 
pyrrolyl group, pyrazolyl group, imidazolyl group, oxazolyl group, isoxazolyl group, thiazolyl group, pyridyl group, py- 
ridazinyl group, pyrimidinyl group, pyrazinyl group, oxazinyl group, triazinyl group, tetrahydrofuranyl group, tetrahydro- 
thienyl group, pyrrolidinyl group, pyrazolonyl group, isolmidazolyl group, imidazolinyl group, imidazolidinyl group, ox- 
azolinyl group, oxazolidinyl group, pyranyl group, thiazinyl group, orthooxazinyl group, oxazinyl group, piperidyl group, 
piperazinyl group, homopiperazinyl group, dioxanyl group, morpholinyl group, thioxanyl group, thiomorpholinyl group 
and the like, with furyl group, pyn-olyl group, and pyridyl group being prefen-ed. 
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[0078] Examples of (Ik) and (Ilk) "optionally substituted heteropolycyclic group" include indoiyi group, isoindolyl 
group, benzimidazolyl group, benzofuranyl group, dihydrobenzofuranyl group, thionaphthenyl group, dihydrothionaph- 
thenyl group, benzoxazolyl group, quinoiyi group, tsoquinolyl group, quinolizinyi group, quinoxalinyl group, phthalazinyl 
group, naphthyrldinyl group, acrldinyl group, phenoxazlnyl group, phenothiazlhyl group, purinyl group, xanthlnyl group, 

5 pteridlnyj group, carbazolyl group, dibenzofuranyl group, dibenzothiophenyl group, tetrahydrocarbazotyl group, tet- 
rahydrodibenzofuranyl group, tetrahydrodibenzothiophenyl group and the like. Further, preferred examples include 
Indolyl group, benzimidazolyl group, benzofuranyl group, benzoxazolyl group, quinoiyi group, isoqulnolyl group, phe- 
noxazlnyl group, phenothiazinyl group, carbazolyl group, dibenzofuranyl group, dibenzothiophenyl group, tetrahydro- 
carbazolyl group, tetrahydrodibenzofuranyl group, and tetrahydro-dibenzothiophenyl group. 

10 [0079] With respect to (III) examples of nitrogen atom-containing heterocyclic ring group fonned by and which 
are bonded to each other include aziridine ring, azetidlne ring, pyrrole ring, pyrrolidine ring, pyrazole ring, pyrazolone 
ring, imidazole ring, isoimidazole ring. Imidazoline ring, imidazolldine ring, oxazolidine ring, piperidine ring, piperazine 
ring, homopiperazine ring, morphollne ring, thiomorpholine ring, tetrahydroqulnoline ring, tetrahydroisoqulnoline ring, 
Indole ring, Isoindole ring, benzlmidazole ring, phenoxazine ring, phenothlazine ring, purine ring, xanthine ring, carba- 

is zole ring, tetrahydrocarbazole ring and the like. Further, preferred examples include aziridine ring, pyrrolidine ring, 
piperidine ring, piperazine ring, homopiperazine ring, morphollne ring, and thiomorpholine ring. 
[0080] Among the abovementloned groups, is preferably: 

(a) hydrogen, 

20 (b) an optionally substituted straight-chain alkyi group, 

(c) an optionally substituted branched-chain alkyI group, 

(d) an optionally substituted cyclic alkyI group, 

(e) an optionally substituted alkenyl group, 

(f) an optionally substituted aralkyi group, 
25 (g) an optionally substituted aryl group, 

(h) a heteroatom-containing saturated carbon chain group, or 

(i) a heteroatom-containing unsaturated cartaon chain group; 

more preferably: 

30 

(b) an optionally substituted straight-chain alkyI group, 

(c) an optionally substituted branched-chain alkyI group, 

(d) an optionally substituted cyclic alkyt group. 

(e) an optionally substituted alkenyl group, 
35 (f) an optionally substituted aralkyi group, 

(g) an optionally substituted aryl group, ; ' - 

(h) a heteroatom-containing saturated carbon chain group, or 

(i) a heteroatom-containing unsaturated carbon chain group; - 

40 still more preferably: 

(b) an optionally substituted straight-chain alkyI group. 

(f) an optionally substituted aralkyi group, or 

(h) a heteroatom-containing saturated carbon chain group; and 

45 

particularly preferably: 

(h) a heteroatom-containing saturated carbon chain group. 

50 [0081] Compounds represented by the general fonnula(1) set forth above wherein A is CH2NR2R3, and R2 is neither 
an acyl group nor an alkyloxycarbonyl group, which are ketone compounds having an amine type nitrogenous functional 
group, may be used not only in the fomn of free amine but also as a salt with commonly used mineral or organic acid. 
The commonly used mineral acid is not limited as long as it has no oxidizing property. Examples thereof include hy- 
drochloric acid, hydrobromic acid, hydroiodic acid, sulfuric acid and the like, with hydrochloric acid and hydrobromic 

55 acid being more preferred. The commonly used organic acid is not linnited as long as it has no oxidizing property, and 
may be a carboxylic acid, such as formic acid, acetic acid, butyric acid, or trifluoroacetic acid, with acetic acid and 
trrfluoroacetic acid being more preferred. 

[0082] Among ketone compounds represented by the general fonnula (1), compounds of the formula (1) in which n 
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is 0 and A is CHaNRZRS include compounds useful as an Important intermediate for the preparation of medicaments 
which are descnbed in WO 97/25311 and WO 99/01431 as being very useful for treating and preventing diabetes 
obesity, hyperlipidemla and the like. » k h 

Such compounds may be specified as follows. 

[00831 That is, Ri represents a substituted phenyl group, such as 3-amlnophenyl group, 3-nltrophenyi group, 3-[(ben- 
zyl) (niethylsulfonyl)amino]phenyl group, 4-chloro-3-aminophenyl group, 4-chloro-3-[(benzyl)(methylsulfonyl)amino] 
phenyl group, 4-chloro-3-nitrophenyl group, 4-bromo-3-amlnophenyl group. 4-bromo-3-[(benzyl){methylsulfonyl)ami- 
nojphenyl group 4-bromo-3-nitrophenyl group. 4-benzyloxy-3-nitrophenyi group. 4-benzyloxy-3-aminophenyl group 
4-benzyloxy-3-[(benzyl)(methylsulfonyl)amino]phenylgroup, 4-ben2yloxy-3-[(benzyl)(benzylsuifonyl)amino]phenyl 
group, or 4-benzyloxy-3-[(hydroxy)methyl]phenyigroup. Ri may be preferably 4-chloro-3-[(benzyl){methyisulfonyl)ami- 
nolphenyl group, 4-bromo-3-[(benzyl)(m6thylsulfonyl)amino]phenylgroup,3-[(benzyl)-(m6thylsulfonyl)amino]phenyl 
group, or 4-benzyioxy-3-[(benzyl)-(methylsulfonyl)amlnoJphenyi group. Further. R2 represents an amino-protecting 
group which can be removed under a mild condition. Specific examples thereof include an acyl group, such as acetyl 
group, propionyl group, butyryl group, pentanoyi group, hexanoyi group, trifluoroacetyl group, pivaloyi group benzoyl 
group. 4-methoxybenzoyl group, 2.4.6-trimethylbenzoyl group, or naphthoyi group; a carbamate type protecting group 
such as tert-butoxycarbonyl group, benzyloxycarbonyl group, p-methoxybenzyloxycarbonyl group or 2 2 2-trichlo- 
roethoxycarbonyl group; and an aralkyi group, such as benzyl group, p-methoxybenzyl group, or p-nitrobe'nzyl group 
With benzoyl group and benzyl group being preferred. Further, R3 represents an ethyl group which is bonded at its end 
to a fused tricyclic nng group via an oxygen atom. Specific examples thereof include 2-(dlbenzofuran-3-yloxy)ethyl 
group, 2-(dibenzo-thiophen-3-yloxy)ethyl group, 2-(9H-carbazol-2-yloxy)ethyl group, 2-(1 .2,3,4-tetrahydrodibenzo- 
furan-6-yloxy)ethyl group, 2-(1,2,3,4-tetrahydrodibenzothiophen-6-yloxy)ethyl group, and 2-(1,2,3.4-tetrahydrD-9H- 
carbazol-7-yloxy)ethyl group, with 2-(9H-carbazol-2-yloxy)ethyl group being preferred. 

[0084] Particularly preferred examples of the ketone compounds having the abovementioned substituents are set 
forth below. That is, such particularly preferred examples may be the compounds having a benzyl group as R2. such as: 

1-K-benzyloxy-3-[(benzyl)(methylsulfonyl)amino]phenyi]-2-[[2-(dlben2othlophen-3-yloxy)6thyllbenzylaminoleth- 

anone; 

Tnon?"^^'"^ ^ ('"®*y's""fony")amino]phenyl]-2-[[2-(dibenzofuran-3-yloxy)ethyl]benzylamlno]eth- 
lnon?"^^'°'^ ^"^^"^"^'^ ('"®t^'y'sufonyi)amlno]phenyl]-2-[[2-(9H-carbazol-2-yloxy)ethyl]benzylamino]eth- 

1-(4-ben2yloxy-3-[(benzyl)(methylsulfonyi)amino]phenyi]-2-[[2-(1,2,3,4-tetrahydrodibenzothiophen-6-vloxv) 
ethyl]-benzylamino]ethanone; 

1-[4-benzyloxy-3-[(benzyl)(methylsulfonyl)amino]phenyl]-2-[[2-(1,2.3,4-tetrahydrodibenzofuran-6-yloxy)ethvll 
benzylaminoj-ethanone; 

1-[4-benzyloxy-3-[(ben2yl)(methylsulfonyl)amlno]phenyl]-2-[[2-(1.2.3.4-tetrahydro-9H-carba2oi.7-yloxy)6thyn 
benzylaminoj-ethanone; 

1-[4-ben2yloxy-3-[(benzyl) (benzylsulfonyi)amino]phenyl]-2-[[2-(dib6n2othiophen-3-yloxy]ethyi]benzylamino]6th- 

anone; 

1-[4-benzyloxy-3-[(benzyi)(ben2ylsulfonyl)amino]phenyl]-2-[[2-{dibenzofuran-3-yloxy)ethyl]benzylamino]eth- 

anone; 

1-[4-benzyloxy-3-[(benzyl) (benzylsuifonyl)amino]phenyl]-2-[[2-(9H-carbazol-2-yloxy)ethyi]benzylamino]eth- 
anone; 

1-[4-benzyloxy-3-[(benzyl) (benzyisulfonyl)amino]phenyl]-2-[[2-(1 ,2,3,4-tetrahydrodibenzothiophen-6-vioxv) 
ethyl]-benzylamino]ethanone; 

1-[4-benzyloxy-3-[(benzyl)(benzylsulfonyl)amino]phenyl]-2-[[2-(1,2.3.4-tetrahydrodlbenzofuran-6-yloxy)ethyl1 
benzylaminoj-ethanone; 

1-[4-benzyloxy-3-[(benzyl)(ben2ylsulfonyl)amino]phenyl]-2-a2-(1,2.3.4-tetrahydro-9H-carba2ol-7-yloxy)ethyn 
benzylaminoj-ethanone; ' ^ f i 

^■f^^^'^'°''°-3-K'^e"2yO(methylsulfonyl)amino]phenylJ-2-[I2-(dibenzothiophen-3-yloxy)e*^^^ 

1-[4-chlora-3-[(benzyl)(methylsuifonyl)aminoIphenyl]-2-[[2-(dibenzofuran-3-yloxy)ethylJbenzylaminoJethanone- 

1-[4-chloro-3-[(benzyl)(methylsulfonyl)amino]phenylJ-2-[[2-(9H-carba2ol-2-yloxy)ethyl]benzylamino]ethanone' 

1-[4-chloro-3-[(benzyl){methylsulfonyi)amino]phenylJ-2-[[2-(1,2.3.4-tetrahydrodibenzothiophen-6-yloxv)ethvll-' 
benzylaminojethanone; / // /j 

i-[4-chloro-3-[(ben2yl)(methylsulfonyl)aminolphenyl]-2-[[2-(1,2,3.9-tetrahydrodibenzofuran-6-yloxy)ethvl]benzv- 
lamlnoj-ethanone; / // /j ^-y 

1- [4-chloro-3-[(benzyl)(methylsulfonyl)amino]phenyiJ-2-I[2-(1,2,3.4-tetrahydro-9H-carbazol-7-yloxy)ethylJben- 
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zylaminoj-ethanone; 

1-[44Dromo-3-[(ben2yl)(methylsulfonyl)amino]phenyl]-2-[[2-(diben2bthiophen-3-yl^ 
anone; 

1- [4-bromo-3-[(ben2yl)(methylsulfonyl)amlno]phenyl]-2-[[2-(dibehzofuran-3-yloxy)ethyn^ 
1-[4-bromo-3-[(benzyl)(methylsulfonyl)amino]phenyl]-2-[[2-(9H-carbazo!-2-yloxy)eth^ 
1-[4-bromo-3-[(benzyl)(methyIsuIfonyl)amino]phenyl]-2-[[2-(1,2,3,44etrahydrodibenzothi^ 
benzylamino]-ethanone; 

1-[4-bromo-3-[(benzyl)(methylsulfonyl)amino]phenyl]-2-[[2-(1,2,3,4-tetrahydrodibenzo 
zylamino]-ethanone; 

1-[4-bromo-3-[(benzyl) (methylsulfonyl)amlno]phenyllT2-[[2T(1 ,2,3,4Ttetrahydro-9H-cart)azol-7-yloxy)eth 
zylaminoj-ethanone; 

1 -[3-[(benzyl) (methylsulfonyl)amino]phenyl]-2-|I2-(dibenzothiophen-3-yloxy)ethyl]benzylamino]ethanone; 
1-[3-[(benzyl) (methylsulfonyl)amino]phenyl]-2-[[2-{dibenzofuran-3-yloxy)ethyl]benzylamino]ethanone; 
1-[3-[{benzyl) (methylsulfonyl)amino]phenyl]-2-[[2-(9H-cailDazol-2-yloxy)ethyl]benzylamino]ethan^ 
1-[3-[(benzyl)(methylsulfonyl)amino]phenyl]-2-[[2-(1,2,3,4-tetrahydrodibenzothiophen-6-ylo^^ 
no]-ethanone; 

1-[3-[(benzyl)(methylsulfonyl)amlno]phenyn-24[2-(1,2,3,44etrahydrodiben2ofuran-6-yloxy)eth^^ 
ethanone; 

1-[3-[(benzyl) (methylsulfonyl)amino]phenyl]-2-[[2-{1,2,3,4-tetrahydro-9H-cail3azol-7-yloxy)ethyl^ 
ethanone; 

1-(4-benzyloxy-3-aminophenyl)-2-[[2-(dibenzothlophen-3-yloxy)ethyl]benzylamino]ethanone; 

1-{4-benzyloxy-3-aminophenyl)-2-[[2-(dibenzofuran-3-yloxy)ethyl]benzylamino]ethanone; 

1-(4-benzyloxy-3-aminophenyl)-2-[[2-(9H-cail3azol-2-yloxy)7ethyl]benzylan^ 

1-(4-benzyloxy-3-anriinophenylV2-|I2-(1,2,3,4-tetrahydro-dibenzothiopheh^ 

1-(4-benzyloxy-3-aniinophenyl)-2-[[2-(1,2,3,4-tetrahydrodibenzofuran-6-ylo^^ 

1-{4-benzyloxy-3-amjnophenyl)-2-[[2-(1,2,3,4-tetrahydro-9H-carbazol-7-yiox^^ 

1-(4-chloro-3-aminophenyl)-2-[[2-(dibenzothiophen-3-yloxy)ethyl]benzylamino]ethanone; 

1-(4-chloro-3-aminophenyl)-2-[[2-{dlbenzofuran-3-yloxy)-ethyl]benzylamlno]ethanone; 

1-{4-chloro-3-anrijnophenyl)-2-[[2-(9H-carbazol-2-yloxy)-ethyl]benzylamino]ethanone; 

1-(4K:hloro-3-aminophenyl)-2-[[2-(1,2,3,44etrahydrodibenz6thl6phen-6^^^ 

1-(4-chloro-3-aminophenyl)-2-[[2-(1,2,3,4-tetrahydrodibenzofuran-6-yloxy)ethyl]benzylanriino]ethanone 

1-(4-chloro-3-aniinophenyl)-2-[[2-(1,2,3,44etrahydro-9H-carbazol-7-yloxy)ethyl]benzylannino]ethanone; 

1-(4-bronrio-3-aniinophenyl)-2-|I2-(dlben2othiophen-3-yloxy)-ethyl]benzylanrilno]ethanone 

1-(4-bronrio-3-amlnophenyl)-2-[[2-(dibenzofuran-3-yIoxy)-ethyl]ben2ylamino]ethanone; 

1-(4-bronrio-3-amlnophenyl)-2-[[2-(9H-carbazol-2-yloxy)-ethyl]benzylanriino]ethanone; 

1-(4-bromo-3-aniinophenyl)-2-[[2-(1,2,3,4-tetrahydrodibenzothiophen-6-yIoxy)ethyl]benzylaniino]ethano 

1-(4-bronrio-3-aniinophenyl)-2-[[2-(l,2,3,44etrahydrodibenzofuran-6-yloxy)ethyl]benzylanaino]ethanone; 

1-(4-bronrio-3-anfiinophenyl)-2-[[2-{1,2,3,4-tetrahydro-9H-carbazol-7-yloxy)ethyl]benzylanriin 

1-(3-aminophenyl)-2-[[2-(dlbenzothiophen-3-yloxy)ethyl]-benzylamino]ethanone: 

1-(3-aminophenyl)-2-[[2-(dibenzofuran-3-yloxy)ethyl]-benzylannino]ethanone; 

1-(3-aminophenyl)-2-[[2-(9H-carbazol-2-yloxy)ethyl]-benzylamlno]ethanone; 

1-(3-aminophenyl)-2-[[2-(1,2.3,4-tetrahydrodibenzothiophen-6-yloxy)ethyl]benzylamino]ethanone; 

1-(3-anainophenyI)-2fl2-(1,2,3,4-tetrahydrodlbenzofuran-6-ylo.xy)ethyl]^ 

1-(3-aniinophenyl)-2-[[2-(1,2,3,4-tetrahydro-9H<arl3azol-7-yloxy)ethy^^ 

1-(4-benzyloxy-3-nitrophenyl)-2-[[2-(dibenzothiophen-3-yloxy)ethyl]benzyIaniino]ethanone; 

1-(4-benzyloxy-3-nitrophenyl)-2-[[2-(dibenzofuran-3-yloxy) ethyl]benzylamlno]ethanone; 

1*(4-benzyloxy-3-nitrophenyl)-2-[[2-(9H-carbazol-2-yloxy)-ethyl]benzylanrj'ino]ethanone 

1-(4-benzyloxy-3-nitrophenyl)-2-[[2-(1,2,3,4-tetrahydrodlbenzothiophen-6-^^ 

1-(4-benzyloxy-3-nitrophenyl)-2-[[2-(1,2,3,4-tetrahydrodlbenzofuranr6-yloxy)e^^ 

1-(4-benzyloxy-3-nltrophenyl)-2-[[2-(1,2,3,4-tetrahydro-9H-carbazol-7-yloxy)e^ 

1-(4-chloro-3-nitrophenyl)-2-[[2-(dlbenzothlophen-3-yloxy)ethyllbenzylamino]ethanone; 

1-(4-chloro-3-nitrophenyl)-2-[[2-(dibenzofuran-3-yloxy)-ethyl]benzylannino]ethanone; 

1-(4K;hloro-3-nitrophenyl)-2-[[2-(9H-carbazol-2-yloxy)-ethyI]benzylannino]ethanone; 

1-(4-chloro-3-nitrophenyl)-2-[[2-(1 ,2,3,4-tetrahydrodiben20thlophen-6-yloxy)ethyl]benzylamino]ethanone; 

1-(4<:hloro-3-nltrophenyl)-2-[[2-(1,2,3,4-tetrahydrodibenzofuran-6-yIoxy)ethyl]benzylaniino]ethanon^ 

1-(4-chloro-3-nitrophenyl)-2-[[2-(1,2,3,4-tetrahydro-9H-carbazol-7-yloxy)ethyl]benzylanri 

1-(4-bromo-3-nitrophenyl)-2-[[2-(dlbenzothlophen-3-yloxy)-ethyl]benzylamino]ethanone; 

1-(4-bromo-3-nltrophenyl)-2-[[2-(dibenzofuran-3-yloxy)-ethyl]benzylanriino]ethanone; 



17 



EP1 254 885 A1 



1-(4-bromo-3-nitrophenyl)-2-[[2-(9HK:arba2ol-2-yloxy).ethyl]ben2ylamino]ethanone; 

1-(4.bromo-3-nitrophenyl)-2-[[2-(l,2.3,4-tetrahydrodlben2othlophen-6-yloxy)ethyl]ben^^ 

1-(4-bromo-3-nitrophenyl)-2-[[2-(1,2,3.4-tetrahydrodiben2ofuran-6.yloxy)ethyl]ben2y^ 

1-(4-bromo-3-nitrophenyl)-2-[[2-(1.2,3,4-tetrahydro-9H-carba2ol-7-yloxy)ethyl]ben2ylamino]^^^ 

1-(3-nitrophenyl)-2-[[2-{diben20thiophen-3-yloxy)ethyl]-ben2ylamino]ethanone; 

1-(3-nitrophenyl)-2-[[2-(diben20furan-3-yloxy)ethyl]-ben2ylamino]ethanon6; 

1-(3-nltrophenyl)-2-[[2-(9H-cart5a2ol-2-yloxy)ethyl]-ben2ylamino]ethanone; 

1-(3-nitrophenyl)-2-[[2-(1.2,3,4-tetrahydrodiben20thjophen-6-yloxy)ethyl]ben2ylamino]eth 

1-(3-nitrophenyl)-2-[[2-(1,2,3,4-tetrahydrodiben2ofuran-6-yloxy)ethyl]ben2ylamlno]ethanone; and 

1-(3-nitrophenyl)-2-[[2-(1,2,3,4-tetrahydro-9H-carba2ol-7-yloxy)ethyl]ben2^ 

and acceptable salts thereof, such as hydrochloride, acetate, hydrobromide, and trifluoroacetate. 

[0085] Further, the compounds having a ben2oyl group as R2 may be also particularly preferred. Specific examoles 

thereof include: ^ 



H4"Jen2yloxy-3-[^ 

1-[4-ben2yloxy-3-[(ben2yl)(methylsulfonyl)amino]phenyl]-2-[[2-(diben20furan-3-yloxy)ethyl]benzoylami 

anone; 

1-[4-benzyloxy-3-[(benzyl)(methylsulfonyl)aminolphenyl]-2-[[2.(9HKJarba2ol-2-yloxy)ethyl]ben2oyte^ 
anone; 

1-[4-ben2yloxy.3-[(ben2yl) (methylsulfonyl)amino]phenyl].2-[[2-(1 ,2,3,4-tetrahydrodibenzothlophen-6-vloxv)ethvil 
benzoylamino]ethanone; 

1-[4-ben2yloxy-3-[(ben2yl)(methylsulfonyl)amino]phenyl].2-[[2-(1,2,3.4-tetrahydrodiben2ofuran-6-yloxy)e^^^ 
ben2oylamino] ethanone; 

1-[4-ben2yloxy-3-[(ben2yl)(methylsulfonyl)amino]phenyl]-2-[[2-(1,2,3.4-tetrahydro-9H^arbazol-7-ylow^ 
benzoylamlnojethanone; 

Itht?one^'°^"^ ('^®"^'sulfonyl)amlno]phenyl]-2-[[2-(dibenzothiophen-3.yloxy)ethyl]ben2oylamino] 

1-[4-benzyloxy-3^(ben2yl)(ben2ylsulfonyl)amino]phenyl]-2-[[2-(dibenzofuran-3.yloxy)ethyl]ben2oylaminole^ 
anone; 

H^-^enzy\oxy'3-[{benzy\) (ben2ylsulfonyl)amlno]phenyl]-2-[[2-(9H-carba20l-2-yloxy)ethyI]ben2oyiamino]eth- 

1-[4-benzyIoxy-3-[(ben2yl)(ben2ylsulfonyl)amlno]phenyI]-2-[[2-(1,2,3.4-tetrahydrodiben20thiophen-6-yloxv^ 
benzoyl-aminojethanone; ^ // j j 

1-[4.benzyloxy-3-[(ben2yl)(ben2ylsulfonyl)amino]phenyl]-2-[[2-(1.2,3,44etrahydrodiben2ofuran-6-ylow^^^ 
benzoyl-aminojethanone; 

1-[4-ben2yloxy-3-[(ben2yl)(ben2ylsulfonyl)amino]phenyl]-2-[[2-(1.2,3.4-tetrahydro-9H-carba2ol-7-ylo^^ 
ben2oylamino]ethanone; 

1-[4-chloro-3-[(ben2yl)(methylsulfonyl)amino]phenyl]-2-[[2-(dlben2ofuran-3-yloxy)ethyl]ben2 

1-[4-chloro-3-[(ben2yl)(methylsulfonyl)amlno]phenyl]-2-[[2-(9H-carba2ol-2-yloxy)ethyl]ben2oylamino^ 

1-[4-chloro-3-[(benzyl)(methylsulfonyl)amlno]phenyl]-2-[[2-(1,2.3,4-tetrahydrodiben2othiophen-6-ylo 
benzoyl-aminojethanone; 

1-[4-chloro-3-[(ben2yl)(methylsulfonyl)amino]phenyl]-2-[[2-(1,2,3.4-tetrahydrodiben2ofuran-6-ylox^^ 
zoyl-amino]ethanone; 

1-[4-chloro-3-[(ben2yl)(methylsulfonyl)amino]phenyl]-24[2-(1,2.3.4-tetrahydro-9H-carba2ol-7-ylow^ 
zoylamino]ethanone; 

1-[4-bromo-3-[(ben2yl)(methylsulfonyl)amino]phenyl].2-[[2-(diben2othlophen-3-yloxy)ethyl]ben2oylamln^ 
anone; 

1-[4-bromo-3-[(benzyl)(methylsulfonyl)amino]phenyl]-2-[[2-(dibenzofuran-3-yloxy)ethyl]benzoylamino]ethanone- 
1-[4-bromo-3-[(ben2yl)(methylsulfonyl)aminolphenyl]-2-[[2-(9H-carbazol-2-yloxy)ethyl]benzoylamino]ethanone' 
1 -[4-bromo-3-[(benzyl)(methylsulfonyl)aminoIphenyl]-2-[[2-( 1 ,2.3,4-tettahydrodibenzothiophen-6-yloxy)6thvll 
benzoylaminojethanone; 

1-[4-bromo-3-[(benzyl) (methylsulfonyl)amino]phenyl]-2-[[2-(1.2,3,4-tetrahydrodibenzofuran-6-yloxy)ethyl]ben- 
zoylaminoj-ethanone; 

1-[4-bromo-3-[(benzyl)(methylsulfonyl)ammo]phenyl]-2-[[2-(1.2.3, 4-tetrahydro-9H-carbazol-7-yloxy)ethyl]ben- 
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zoylaminoj-ethanone; 

1-[3-[{benzyl)(methylsulfonyl)amino]phenyl]-2-[[2-{diben20thiophen-3-yloxy)ethyl]benzoyl^ 
1-[3-[(benzyl) (methylsulfonyl)amlno]phenyI]-2-[[2-(dlbenzofuran-3-yloxy)ethyl]ben2oylamlno]ethanone; 
1-[3-[(benzyl)(methylsulfonyl)amino]phenyl]-2-[[2-(9H-cari3azol-2-yloxy)ethyl]benzoy 
1-[3-[(ben2yl)(methylsulfonyl)amino]phenyO-2-[[2-(1,2,3,44etrahydrodiben20thiophen-^ 
no]ethanone; 

1-[3-[(benzyl)(methylsulfonyl)amino]phenyO-2-[[2-(1,2,3,4-tetrahydrodibenzofuran-6-yloxy)eth^ 
ethanone; 

1-[3-[(benzyl)(methylsulfonyl)amino]phenyl]-2-[[2-(1,2,3,4-tetrahydro-9HTcarbazol-7-y^ 
ethanone; 

1-(4-benzyloxy-3-aminophenyl)-2-[[2-(dlbenzothlophen-3-yloxy)ethyl]benzoylamino]ethanone: 

1-{4-benzyloxy-3-aminophenyl)-2-[[2-(dibenzofuran-3-yloxy)ethyl]benzoylannino]ethanone; 

1-(4-benzyloxy-3-anilnophenyl)-2-[[2-(9H<ailDazol-2-yloxy)-ethyl]benzoy!amino]ethanone; 

1- (4-benzyloxy-3-aminophenyl)-2-|I2-(1 ,2,3,4-tetrahydro-dibenzothiophen-6-yloxy)ethyl]benzoylamino]eth- 

anone; 

1-(4-benzyloxy-3-aminophenyl)-2-[[2-(1,2,3,44etrahydrodibenzofuran-6-yloxy)ethyl]benzoylanriino]etha^ 

1-(4-benzyloxy-3-aniinophenyl)-2-[[2-(1,2,3,4-tetrahydro-9H<;arbazol-7-yloxy)ethyl]ben2oylanriino]et^ 

1-(4H:hloro-3-anrilnophenyl)-2-[[2-(dlbenzothiophen-3-yloxy)ethyl]benzoylamino]ethanone; 

1-(4-chloro-3-aminophenyl)-2-[[2-(dibenzofuran-3-yloxy)-ethyl]benzoylamino]ethanone; 

1-(4-chloro-3-amlnophenyl)-2-[[2-(9H-cartazol-2-yloxy)-ethyl]benzoylannino]ethanone; 

1-(4<;hloro-3-aminophenyl)-2-[[2-(1,2,3,4-tetrahydro-dibenzothlophen-6-yloxy)ethyl]benzoylaniino]ethan 

1-(4-chloro-3-anilnophenyl)-2-[[2-(1,2,3,4-tetrahydrodlben2ofuran-6-yloxy)ethyl]benzoylaniino]ethanone; 

1-(4-chloro-3-anriinophenyl)-2-[[2-(1,2,3,44etrahydro;9H-carbazol-7-ylo^^^ 

1-(4-bronrio-3-aminophenyl)-2-[[2-(dlbenzothlophen-3-yloxy)-ethyl]ben^^^^^ 

1-(4-bromo-3-aminophenyl)-2-[[2-{dibenzofuran-3-yloxy)-ethyl]benzoylamino]ethanone; 

1-(4-bronrio-3-aminophenyl)-2-[[2-(9H-carbazol-2-yloxy)-ethyl]benzoylamino]ethanone; 

1-{4-bronrio-3-aminophenyl)-2*[[2-(1,2,3,44etrahydrodibenzothiophen-6Vfo 

1-(4-bronrio-3-anainophenyl)-2-[[2-(1,2,3,4-tetrahydrodibenzofuran-6-yIoxy)et^ 

1-(4-bronrio-3-aminophenyl)-2-|I2-(1,2,3,4-tetrahydro-9H-carbazol-7-ylbxy)ethy 

1-(3-aminophenyl)-2-[[2-(dibenzothlophen-3-yloxy)ethyl]-benzoylanriino]ethanone; 

1-(3-aminophenyl)-2-[[2-(dibenzofuran-3-yloxy)ethyl]-benzoylamino]ethanone; 

1-(3-aminophenyl)-2-[[2-(9H-carbazol-2-yloxy)ethyl]-benzoyianriino]ethanone; 

1-(3-anninophenyl)-2-[[2-(1,2,3,4-tetrahydrodibenzothiophen-6-yloxy)ethyl]benzoylann^ 

1-(3-amlnophenyl)-2-[[2-(1,2,3,44etrahydrodibenzofuran-6-yloxy)ethyl]benzoylaniino]-^^^ 

1-(3-aminophenyl)-2-[[2-(1,2,3,4-tetrahydro-9HK:ailDazol-7-yloxy)ethyl]benzoylaniino]eth^ 

1-(4-benzyloxy-3-nltropheny!)-2-[[2-(dibenzothiophen-3-yloxy)ethyl]benzoylamlno]ethanone; 

1-(4-benzyloxy-3-nitrophenyl)-2-[[2-(dibenzofuran-3-yloxy)ethyl]benzoylamino]ethanone; 

1-(4-benzyloxy-3-nitrophenyl)-2-[[2-(9H-carbazol-2-yloxy)ethyl]benzoylamino]ethanone; 

1-(4-benzyloxy-3-nitrophenyl)-2-[[2-(1,2,3,44etrahydrodibenzothlophen-6-yloxy)ethyl]benzoyIamino 

1-(4-benzyloxy-3-nitrophenyl)-2-[[2-(1 ,2,3,4-tetrahydrodibenzofuran-6-yloxy)ethyl]benzoylannino]ethanone; 

1-(4-benzyloxy-3-nitrophenyl)-2-[[2-(1,2,3,44etrahydro-9H-carbazol-7-yloxy)ethyl]benzoylanriino]^^ 

1-(4-chloro-3-nitrophenyl)-2-[[2-(dibenzothiophen-3-yloxy)ethyl]benzoyl(amino]ethanone; 

1-(4-chloro-3-nitrophenyi)-2-[[2-(dlbenzofuran-3-yloxyj'ethyl]benzoylartilno]^^ 

1-(4-chloro-3-nltrophenyl)-2-[[2-(9H-carbazol-2-yloxy)-ethyl]b'enz6y!am 

1-(4K:hloro-3-nitrophenyl)-2-[[2-(1,2,3,4-tetrahydrodibenz6thiophen-6-yloxy)et^^^ 

1-(4KJhloro-3-nitrophenyl)-2-[[2-(1,2,3,4-tetrahydrodibenzoturan-6-yloxy)ethyl]benzoytanriino]et^ 

1-(4K;hloro-3-nitrophenyl)-2-[[2-(1,2,3.4-tetrahydro-9H-carbazol-7-yloxy)ethyl]benzoylan^ 

1-(4-bronrio-3-nltrophenyl)-2-[[2-(dibenzothiophen-3-yloxy)-ethyllbenzoy]aminolethanone; 

1-(4-bronno-3-nitrophenyl)-2-[[2-(dibenzofuran-3-yloxy)-ethyl]berizoylanriino]ethanone; 

1-(4-bromo-3-nitrophenyl)-2-[[2-(9H-carbazol-2-yloxy)-ethyl]benzoylamino]ethanone; 

1-(4-bronrio-3-nitrophenyl)-2-[I2-(1,2,3,4-tetrahydrodiben2othiophen-6-yloxy)ethyl]benzoylanriino]eth 

1-(4-bronrio-3-nitrophenyl)-2-[I2-(1,2,3,4-tetrahydrdibenzofuran-6-yloxy)ethyI]benzoylanijno]^^ 

1-(4-bronrio-3-nltrophenyl)-2-[[2-(1,2,3,4-tetrahydro-9H-carbazol-7-yloxy)ethyllbenz 

1-{3-nitrophenyl)-2-[[2-(clibenzothiophen-3-yloxy)ethyl]-benzoylamino]ethanone; 

1-(3-nitrophenyl)-2-[[2-(dibenzofuran-3-yloxy)ethyl]-benzoylamino]ethanone; 

1-{3-nitrophenyl)-2-[[2-(9H-carbazol-2-yloxy)ethyl]-benzoylamino]ethanone; 

1-{3-nitrophenyl)-2-[[2-(1,2,3,4-tetrahydrodibenzothiophen-6-yloxy)ethyl]benzoylamin 

1 -(3-nitrophenyl)-2-[[2-(1 ,2,3,4-tetrahydrodiben2ofuran-6-yloxy)ethyl]benzoylamino]ethanone; and 
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1 -(3-nitrophenyl).2-[[2-(1 ,2,3,4-tetrahydro-9H-cail3a2ol-7-ylox^^ 

[0086] Ketone compounds having a nitrogenous or oxygenic functional group at any of the a-, p- and rposltions 
which are the reaction substrates represented by the general formula (1) may be synthesized as follows. 
[0087] A process for the preparation of compounds of the general fonnula (1) in which A Is CH2NR2R3 and R2 is 
neither an acyl group nor an alkyloxycarbonyl group, or ketone compounds having an amine type nitrogenous functional 
group, may comprising condense a leaving group-containing ketone compound [4-a] with a secondary amine compound 
[4-b] as indicated in the reaction scheme (4): 



I [4'b] jf 

""(CH2)nCH2-B2 R'^(CH2)nCH2-NR^R^ 
[4-a] [4~c] 



(4) 



wherein H\ R3 and n are as defined above; R2 Is neither an acyl group nor an alkyloxycarbonyl group; and 
B2 represents 

(a) halogen, such as chlorine, bromine or Iodine; 

(b) a sulfonate group, such as mesylate or tosylate group; or 

(c) a leaving group, such as quaternary ammonium salt. 

[0088] This condensation reaction may be carried out by methods described In literatures [for example, as regards 
synthesis of a-aminoketone compounds: Larsen, A. A, et aL, Journal of Medicinal Chemistry . 10, p. 462 (1967), and 
Larsen, A. A., et al.. Journal of Medicinal Chemistry . 9, pp. 88-97 (1966); as regards synthesis of p-aminoketone 
compounds: Maxwell. C. E., Organic Synthesis Collective Vol. 3 . pp. 305-306 (1955); as regards synthesis of y-ami- 
noketone compounds: Yevich, J. P. et a!., Journal of Medicinal Chemistry . 35. pp. 4516-4525 (1992)]. Generally, the 
process may be carried out in the presence of aromatic hydrocarbon type solvent (such as toluene or xylene), ether 
type solvent (such as diethyl ether, tetrahydrofuran (THF), 1,4-dioxane, diisopropyl ether (IPE), ortert-butyl methyl 
ether (MTBE)), polar solvent (such as acetonitrlle, acetone, methyl ethyl ketone (MEK), dimethylformamide (DMF) 
dimethylacetamide (DMA), N-methylpyrrolidone (NMP), or dimethylsulfoxide (DMSO)), or alcohol type solvent (such 
as methanol, ethanol, 2-propanol. 1 -butanol, or 2-butanol). The process may be also carried out in the absence of the 
abovementioned solvents when [4-b] is used in an excess amount and also acts as a solvent. 
[0089] This reaction Is generally carried out using a base catalyst as an acid scavenger, such as alkali metal salt 
(such as potassium carbonate or sodium carbonate) or organic base (such as triethylamlne, Hunig's base, pyridine or 
collidine), in an amount of from 1 to 10 mol, preferably from 1 to 5 mol, more preferably from 1 to 2 mol for 1 mol of a 
leaving group B2. The reaction may be also carried out without these acid scavengers, however, when [4-b] is used in 
an excess amount. Further, when the leaving group B2 Is chlorine or bromine, the reaction time can be shortened by 
adding iodide such as sodium iodide or potassium iodide as a halogen exchange catalyst In an amount of from 0 01 
to 1 0 times by mole, preferably from 0.1 to 0.3 times by mole. This reaction can be generally completed at temperatures 
ranging from -20*»C to 200«C for from 1 to 48 hours, and Is more preferably carried out at temperatures ranqina from 
20*»C to 1 00°C for from 1 to 24 hours. 
[0090] Alternatively, as indicated in the reaction scheme (5): 
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IS 



..A, 



R" "(CH2)nCH2-B' 
C4-a] 



OH 
OH 



R''^(CH2)nCH2-B^ 
[5-a] 



hnr*r' 
[4-b] 



r' '''^(CH2)nCH 2-NR^R' 
[4^c]' HCI HOI 

4 

I HCI aq. etc. 



R''^^(CH2)nCH2-NRV 
[5-b] 



(5) 



20 



25 



30 
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wherein R*", R^, r3, n and are as defined for the reaction scheme (4), this condensation reaction may be a process 
comprising heating a leaving group B^-containing ketone compound at temperatures ranging from 80°C to 100°C in 
the presence of an acid catalyst such as p-toluenesulfonic acid in 1 ,2-ethanediol to protect the carbonyl group of the 
ketone compound as ketal; condensing the protected ketone compound with a secondary amine compound [4'b]; and 
then deprotecting the ketal group of [5-b] to give a salt of desired aminoketone compound [4-c]. This reaction of [5-a] 
with [4-b] may be carried out according to the procedure indicated in the reaction scheme (4). The ketal-deprotecting 
method is not limited as long as it is a method commonly used. For example, the deprotection may be carried out with 
good yield by using from 0.1 to 10 times by mole, preferably 0.1 to 2 times by mole of dilute hydrochloric acid in THF 
as a solvent at temperatures ranging from 20**C to 40°C for from 1 to 24 hours. Further, aminoketone compounds 
generated may be simultaneously solidified as hydrochloride salt and may be also easily purified by recrystaillzation. 
[0091 ] Compounds of the general fomriula (1 ) In which A is CH2NR2R3 and R2 is an acyl group or an alkyloxy carbonyl 
group, or ketone compounds having an amide type nitrogenous functional group, may be synthesized by known proc- 
esses described in literatures [for example, Ikezaki, et al., YAKUG AKU ZASSH 1 , 106 (1 ), pp. 80-89 (1 986); and TakayukI 
Kawaguchi, et al., Chemical & Pharmaceutical Bulletin , 41 (4), pp. 639-642 (1 993)]. That Is, as Indicated In the reaction 
scheme (6): 



40 



45 



50 



O 

^''''^(CH2)nGH2-B^ 
[4-a] 



r"c(=o)-b^ 

[6-c] ^ 
base 



H2NR* 
[6-a] 



base 



HCI etc. 



O 

..A 



(CH2>nCH2-NHR^ 
HCI 

[6-b]- HCI 



(6) 



R''^^(CH2)nCH2^ NR' 
[6-d] 



55 



wherein R^ R3, n and are as defined above; 
Ri7 represents 

(a) an alkyi group, or 

(b) an alkoxy group; and 
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B3 represents 

(a) halogen, such as chlorine or bromine, 

(b) a carboxylic ester, such as fomiyloxy group or acetoxy group, or 

(c) a leaving group such as mesylate, tosylate or trifluoromethan'esulfonate group, 

a ketone compound having an amide type nitrogenous functional group (6-d] may be synthesized by condensinq a 
leaving group B2-containing ketone compound [4-a) with a primary amine compound [6-a] to give a secondary ami- 
^"'^ P^°»^*^«"9 amino group of [6-b] with an acylating or alkyloxycarbonylating agent [6-c] 
[0092] Alternatively, as indicated in the reaction scheme (7): » » i j- 



/ \ HzNr' / — y r"c(=o)-b' 

?X° [6-a3 . [6-c] 

R (CH2)nCH2-B2 ^ R"^<CH2)nCH2-NHR3 ^ 

[5-a] [7-a] 



base 



(7) 



?X° V«" «a..c. I V" 

R' ^(CH2)nCH2- NR' R' ^(CH2)nCH2- Nr' 

[7-b] [6-d] 

wherein R\ Ri7, r3_ „, b2 and b3 are as defined above, 

a ketal compound containing an amide type nitrogenous functional group [7-b] may be synthesized by condensinq a 
leaving group B2-contafning ketal compound [5-a] with a primary amine compound [6-a] to give a secondary aminoketal 
compound [7-a]; and protecting the secondary amino group with an acylating or alkyloxycarbonylating agent [6-0 
Alternative process may be a process comprising deprotecting [7-b] with hydrochloric acid or the like to synthesize 
[6-d]. This condensation reaction of [4-a] or [5-a] with primary amine compound [6-a] may be generally carried out in 
the presence of aromatic hydrocarbon type solvent (such as toluene or xylene), ether type solvent (such as diethyl 
ether, tetrahydrofuran (THF), 1,4-dioxane, diisopropyl ether (IPE). or tert-butyl methyl ether (i\/1TBE)), polar solvent 
(such as acetonitrile, acetone, methyl ethyl ketone (MEK). dimethylfomiamide (DMF). dimethylacetamide (DMA) N- 
methylpyrroiidone (NMP), or dimethylsulfoxide (DMSO)). or alcohol type solvent (such as methanol, ethanol, 2-propa- 
no , 1 -butanol, or 2-butanol). The condensation reaction may also be carried out in the absence of the abovementloned 
solvent when [6-a] is used in an excess amount and also acts as a solvent. 

[0093] According to this condensation reaction, a base catalyst as an acid scavenger, such as alkali metal salt (such 
as potassium carbonate or sodium carbonate) or organic base (such as triethyl-amine. Hunig's base pyridine or col- 
lidine) may be used in an amount of from 1 to 1 0 mol. preferably from 1 to 5 mol. more preferably from 1 to 2 mol for 
1 mol of the leaving group B2. The process using a large excess amount of [e-a] in the absence of these acid scavengers 
may also be preferred in the viewpoint of inhibiting generating the dialkylated fom). Further, when the leaving group 
B IS chlonne or bromine, the reaction time can be shortened by adding iodide such as sodium iodide or potassium 
iodide as a halogen exchange catalyst in an amount of from 0.01 to 1 0 times by mole, preferably from 0 1 to 0 3 times 
by mole. This reaction can be generally completed at temperatures ranging from -20OC to 100°C for from 0 1 to 48 
hours, and may be more preferably carried out at temperatures ranging from 20»C to 50°C for from 0 1 to 1 hour. With 
respect to this condensation reaction, using a biphasic solvent system consisting of water and organic solvent is pos- 
sible and may be particularly preferred. That is, the process for preparing the secondary aminoketone compound [6-b] 
may be a process comprising dissolving [6-a] in an amount of from 1 to 5 times by mole, preferably from 3 to 5 times 
by mole more preferabV from 3 to 3.5 times by mole, based on the leaving group 82, In a water-immiscible solvent 
such as toluene at a relatively high concentration of from 0.1 to 5 mol/L, preferably from 0.5 to 2 mol/L; adding as an 
acid scavenger, from 1 to 5 L. preferably from 1 to 1 .5 L of an aqueous sodium hydroxide solution having a concentration 
of from 5 to 50 w/v%, preferably from 1 0 to 20 w/v%. for 1 mol of the leaving group B2; adding portionwise [H wS! 
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vigorous stirring at temperatures ranging from 0**C to 10''C, preferably from 2**C to 7*0; and, while maintaining the 
reaction temperature In the range of from 2**C to 7**C, allowing the reaction to proceed for from 0.5 to 5 hours, preferably 
from 1 to 3 hours. 

[0094] As occasion demands, a salt of [6-b] may be synthesized by using, for example, 10 w/v% hydrochloric acid 
at temperatures ranging from 0^*0 to 50''C, preferably»from 10*C to 30*'C, to fomn hydrochloride salt. Then, R2 or an 
acyl or alkyloxycarbonyl group represented by R''7c(=0) may be introduced by the conventional method described in 
the literature accepted in the art (Greene, T. W., et al., Protective Groups in Organic Synthesis (Wiley-lnterscience 
Publication)). For example, a benzoyl group may be introduced into the secondary aminoketone compound [6-b] by 
treating the aminoketone compound with benzoyl chloride In an amount of from 1 to 3 mol, preferably from 1 to 1 .2 
mol for 1 mo! of the aminoketone compound in a solvent such as dichloroethane or THF in the presence of an acid 
scavenger such as sodium hydrogencarbonate at temperatures ranging from 0**C to SO^C. 

[0095] Next, when A of the general fonnula (1 ) Is OR^ and is SIR^R^R^, as indicated In the reaction scheme (8): 



15 



20 



25 



..A, 



R'^ "(CH2)nCH2-B' 

[4-a] 



NaOH etc. II 
^ R*''^(CH2)nCH2-OH 



B^-SiR*R*R^ 
[8-b] 



0 0 
R^'^^(CH2)nCH2-B^ 
[5-a] 



1) NaOH etc. 



2) HOI etc. 



[8-a] 



imidazole 



O 

.A 



(8) 



(CH2)nCH2-OSiR'R'R' 



[8-c] 



30 



35 



40 



wherein R*" , B^, RS^ r6^ r7 and n are as defined above, a silyloxyketone compound [8-c] may be synthesized by treating 
[4-a] or [5-a] with alkali such as NaOH or KOH; in case of [5-a], deprotecting ketal by an acid treatment; and reacting 
the thus obtained hydroxylketone compound [8-a] with B2-SiR5R6R7 [s-b] which is a sililating agent. This sililating 
reaction may be carried out by the conventional method for protecting a hydroxyl group with silyl described in the 
literature accepted in the art (Greene, T. W., et al., Protective Groups in Organic Synthesis (Wlley-lnterscience Publi- 
cation)). 

[0096] Specifically, the process may be a process comprising dissolving [8-a] in a solvent such as THF, dichiorometh- 
ane or DMF at a concentration of from 0.1 to 10 mol/L, preferably from 1 to 5 mol/L; adding an organic base such as 
Imidazole, triethylamine or pyridine as an acid scavenger, preferably adding imidazole in an amount of from 1 .0 to 1 .5 
times by mole, more preferably from 1.1 to 1 .3 times by mole based on the sililating agent; and reacting [8-a] with a 
sililating agent such as tert-butyldiphenyl-chlorosllane in an amount of from. 1 .05 to 1 .2 times by mole at temperatures 
ranging from 0**C to 30*'C for from 0.5 to 12 hours. 
[0097] Further, as indicated in the reaction scheme (9): 
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o 



HOR^ or *0R* Q 



(CH2)nCH2-B 



[9-b] IJ 

1- R^^i 



(CH2)nCH2-OR* 



base 



[4-a] 



[9 



(9) 



weak acid 




(CH2)nCH2-B^ 



HOR*or M* "OR* 
[9-a] [9-b] 




(CH2)nCH2"OR* 



base 



[5-a3 



[9-c] 



wherein R\ B2, and n are as defined above, a ketone compound having an ether type oxygenic functional group 
may be synthesized by reacting [4-a] with an alcohol, phenol or silanol compound [9-a] represented by HOR4. An 
alternative process using [5-a] may be also used to synthesize an ether linkage-containing ketal compound [9-c]. The 
selective deprotection of ketal group afford the ketone compound [9-d]. Generally, this substitution reaction between 
H0R4 [9-a] and the leaving group may be earned out using [9-a] in an amount of from 1 to 10 mol, preferably from 
1.1 to 2.0 mol for 1 mol of the leaving group In aromatic hydrocarbon solvent (such as toluene or xylene), ether type 
solvent (such as diethyl ether, tetrahydrofuran (THF), 1,4-dioxane, diisopropyl ether (IPE). ortert-butyl methyl ether 
(MTBE)), or polar solvent (such as acetonitrile, acetone, methyl ethyl ketone (MEK), dimethyl-formamide (DMF), 
dimethylacetamide (DMA), N-methylpyrrolidone (NMP), or dimethylsulfoxide (DMSO)). 

[0098] Further, when [9-a] is a lower alcohol such as methanol, ethanol. 2-propanol, 1-butanol or 2-butanol, It may 
be also preferred to use [9-a] per se in a large excess amount as a solvent. According to this substitution reaction, a 
base catalyst, such as alkali metal salt (such as sodium hydroxide, potassium cariDonate or sodium carbonate) or an, 
organic base (such as triethylamine, Hunig's base, pyridine or collidine) may be used as an acid scavenger in an 
amount of from 1 to 10 mol, preferably from 1 to 5 mol, more preferably from 1 to 2 mol for 1 mol of the leaving group 
B2. It may be also preferred to previously convert the hydroxyl group of HOR^ [9-a] into its activated salt represented 
by M+ -OR4 [9-b] wherein M+ represents a monovalent metal ion or quaternary ammonium ion, with a strong base such 
as a metal hydride (such as sodium hydride) or tetrabutylammonium hydroxide; and reacting [4-a] with the activated 
salt at relatively low temperatures ranging from -20''Cto 5*»C. Further, when the leaving group B^ is chlorine or bromine, 
the reaction time can be shortened by adding iodide as a halogen exchange catalyst in an amount of from 0.01 to 1 0 
times by mole, preferably from 0.1 to 0.3 times by mole as set forth above. This reaction can be generally completed 
at temperatures ranging from -20<>C to lOO^C for from 0.1 to 48 hours, and may be more preferably completed at 
temperatures ranging from 20*^0 to 50^C for from 0.1 to 1 hour 

[0099] When A of the general formula (1 ) is CH{OR^%, the process for synthesizing a ketal type oxygenic functional 
group-containing ketone compound wherein n is 0. 1 or 2 may vary depending the numerical value of n. 
[0100] When n is 0, as indicated in the reaction scheme (10): 
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[10-d] 



wherein and R^^ are as defined above, the ketone compounds of Interest may be synthesized by directly using a 
glyoxal compound [10-a] according to the known methods described In the literatures (Evans, et al., J. Chem. Soc , 
pp. 3324-3328 (1955); Henery-Logan, et a!., Chem. Commun. . 130 (1968); Trost, B. M., et al., J. Org. Chem. . 45(14), 
pp. 2741-2746 (1980)). Alternatively, [10-a] obtained by oxidizing a variety of methyl ethyl ketone compounds [10-d] 
with 47% hydrobromic acid and dimethylsutfoxide according to the known methods described In the literatures (Bruce, 
M. J., et a!., J. Chem. Soc. Perkin Trans.l , 14, pp. 1789-1796 (1995); and Tanaka, Yasuhiro, et al., Chem. Pharm. 
Bull. , 44(5), pp. 885-891 (1996)) may be also used as the glyoxal compound set forth above. Specifically, an a-ket- 
alketone compound [10-c] may be synthesized by heating/dehydrating a mixture of [10-a] with an alcohol compound 
[1 0-b] represented by R'^SOH or a diol compound such as 1 ,2-ethanedlol or 1 ,3-propanedlol In an amount of from 1 to 
1 0 times by mole, preferably from 1 to 2 times by mole, In a solvent such as toluene in the presence of an acid catalyst 
such as hydrochloric acid, sulfuric acid or p-toluenesulfonic acid. Further, when the known method described in the 
literature (Chan, T. H., et al., Synthesis , 3, pp. 203-205(1983)) is used, [10-c] may be also synthesized by a process 
under a relatively mild condition wherein the process comprises reacting [10-a] with [10-b] in the presence of a Lewis 
acid catalyst such as trimethylsilyl chloride at room temperature for from 12 to 24 hours. An alternative process which 
does not use [1 0-a] may be a more abbreviated process for directly synthesizing [1 0-c] from a variety of methylketone 
compounds [10-d] according to the known method described in the literature (Tiecco, M., et al., J. Org. Chem. , 55(15), 
pp. 4523-4528 (1990)) wherein the process comprises treating a methylketone compound [10-d] with ammonium per- 
oxydisulfate and diphenyldiselenide in the presence of [1 0-b] for from 0.5 to 2 hours. '* * 

[0101] Next, when n Is 1 , as Indicated in the reaction scheme (11): 

0 EtaNorLDA OTMS CH(0R'^)3 [1 l-b] . o OR^^ 

1 TMS-CI I ZnCl2 or TMS-I ' 11 I 

^^^^ ^ j^i/^ L_ ^ . rI-^^^^s^oR^^ ^^^^ 

[10-d] [11 -a] [11-c] 

wherein R'^ and R^^ are as defined above, a p-ketalketone compound [1 1 -c] may be synthesized from a silyl enol ether 
[11 -a] by the known methods described in the literatures (Makin, S. M., et al., J. Org. Chem. USSR (Engl. Transl.) . 17 
(4), pp. 630-634 (1981); and Sakurai, Hideki, et al., Bull. Chem. Soc. Jpn. , 56(10), pp. 3195-3196 (1983)). That is, the 
p-ketalketone compound [1 1 -c] may be synthesized by reacting the silyl enol ether [1 1 -a] with trialkoxymethane [1 1 -b] 
such as trimethoxymethane in an aprotic solvent such as ethyl acetate or dichloromethane In the presence of a strong 
Lewis acid catalyst such as ZnCl2 or trimethyliodosilane at temperatures ranging from -78''C to 25'C for from 1 to 3 
hours. The silyl enol ether [11 -a] may be easily prepared by treating a variety of methylketone compounds [1 0-d] with 
an organic base such as triethylamlne or LDA (lithium diisopropylarhide) in an amount of from 1 to 1 .1 times by mole 
and trimethylchlorosllane in an amount of from 1 to 1 .1 times by mole. 
[0102] Further, when n is 2, as indicated in the reaction scheme (12): 
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(12) 



(Cl)8r\ 



wherein Ri and Ris are as defined above, and B2 represents chlorine or bromine, a Y-l<etall(etone compound [12-c] 
may be synthesized according to the known method described in the literature (Kirrmann, et al., Bull. Soc. Chim Fr 
<5>2, p. 2150 (1935)) by reacting a commercially available i-ketalnitrile compound [12-a] with a Grignard reagent 
[1 2-b] in an amount of from 1 .0 to 1 .05 times by mole in an ether type solvent such as diethyl ether or THF at relatively 
owtemperatures ranging from -78°C to 0»C forfrom 1 to 6 hoursfoilowed by a hydrolysis reaction at normal temperature 
for from 1 to 2 hours. Further, [12-c] may be also synthesized according to the known method described in the literature 
fol"®"?^' ^ ' ®* 'J C^'em. Soc. PerkinTrans.1, pp. 3113-3118 (1988)) by reacting nitrile [12-d] or acid chloride 
[12-n with a nucleophilic reagent (prepared from ^ketai halide [12-e] and an organolithium compound such as lithium 
naphthalenide) in an amount of from 1 .0 to 1 . 1 times by mole in an ether type anhydrous solvent such as diethyl ether 
or THF at low temperatures ranging from -78»C to -acC followed by a hydrolysis reaction at normal temperature for 
from 1 to 2 hours. 

[01 03] Likewise, [1 2-c] may be also synthesized according to the known method described in the literature (Watan- 
abe Masami, et al. . J. Chem. Soc. Perkin Trans. 1 , 21 , pp. 3125-3128(1994))by subjecting nitrile[12-d] or acid chloride 
[12-f] to a nucleophilic reaction with a rketal Grignard reagent [12-g] (easily prepared by a treatment of [12-e] with 
magnesium metal in diethyl ether) in an amount of from 1 .0 to 1 .1 times by mole in an ethertype anhydrous solvent 
such as diethyl ether or THF at low temperatures ranging from -7B'C to -20°C followed by a hydrolysis reaction at 
nonnal temperature forfrom 1 to 2 hours. 

[0104] The ruthenium/optically active bidentate phosphine/diamine complex to be used In the present invention is 
represented by the general fomiula (2). In the fomiula, m represents an integer of from 0 to 2, with 0 being preferred 
[01 05] X and Y may be the same or different and may be bonded to the ruthenium via covalent bond or ionte bond 
They specifically represents: 

(a) hydrogen, 

(b) halogen, 

(c) an alkoxy group, 

(d) a carboxyl group, or 

(e) other anion group. 

(^ other anion group may be selected from a variety of anion groups and examples thereof include [BHJ- and 
[BFJ-. X and Y are more preferably hydrogen, halogen or [BHJ-. 

'■"*®"'"'^°P"'^"y ^''^"^ bidentate phosphine/diamine complex comprises in the molecule an optically 
active bidentate phosphine iigand and a diamine ligand. The optically active bidentate phosphine ligand is represented 
by the general formula (13): 
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15 

wherein 

r8 represents: 

^0 (a) hydrogen, 

(b) a lower alkyi group, 

(c) a lower alkoxy group, or 

(d) N(R'*'*)2 wherein R''^ represents a lower alkyI group; 
25 r9 represents: 

(a) hydrogen, 

(b) a lower alkyI group, or 

(c) a tower alkoxy group; 

R10 represents: 

(a) a tower alky I group, or 

(b) a lower alkoxy group; 



30 
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the dashed line linking one H^^ to the other H^^ means that one R^o may be bonded to the other R''0 via an oxygen 
atom; one dashed line linking to R"'^, and the other dashed line linking R^ to R^^ independently mean that each pair 
of R® and R^° taken together with the benzene ring to which they are attached may fonri an optionally substituted 
tetralin ring, an optionally substituted naphthalene ring, or an optionally substituted 1 ,3-benzodioxole ring; 
40 Ar"* and Ar^ may be the same or different and independently represent a phenyl group substituted with from zero to 
five substttuents selected from straight-chain or branched-chain lower alkyI group, halogen or lower alkoxy group. 
[0107] In the formula (13), R^ represents 

(a) hydrogen, 
4s (b) a lower alkyI group, 

(c) a lower alkoxy group, or 

(d) N(R^*)2, wherein R"*^ represents a lower alkyI group. 



so 



[0108] As R8, 



(b) the lower alkyI group may be methyl group, ethyl group, isopropyl group, tert-butyl group, or trifluoromethyl 
group, with methyl group and trifluoromethyl group being preferred; 

(c) the lower alkoxy group may be methoxy group, ethoxy group, isopropoxy group, tert-butoxy group, or trifluor- 
omethoxy group, with methoxy group and trifluoromethoxy group being prefen-ed; and 

55 (d) Ri4 in N(R^4)2 may be methyl group, ethyl group or isopropyl group, with methyl group being prefen-ed. 

[0109] Among the above, is preferably 
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(a) hydrogen, 

(b) a lower alkyi group, or 

(c) a lower alkoxy group; and 



more preferably 



(a) hydrogen, or 

(b) a lower alkyI group. 



[0110] R9 represents: 



(a) hydrogen, 

(b) a lower alkyI group, or 

(c) a lower alkoxy group; or alternatively 

one dashed line linking R9 to Rio, and the other dashed line linking R9 to Rio independently mean that each pair of R9 
and Ri" taken together with the benzene ring to which they are attached may form: 

(a) a tetralin ring optionally substituted with R^, 

(b) a naphthalene ring optionally substituted with Ffi, or 

(c) a 1 ,3-ben2odioxole ring optionally substituted with R8. 



[0111] R10 represents: 



(a) a lower alkyI group, or 

(b) a lower alkoxy group; or alternatively, 

like the above, one dashed line linking R9 to Rio, and the other dashed line linking R9 to Rio independently mean that 
each pair of R9 and Rio taken together with the benzene ring to which they are attached may form: 

(a) a tetralin ring optionally substituted with R8, 

(b) a naphthalene ring optionally substituted with R8, or 

(c) a 1 ,3-benzodloxole ring optionally substituted with R®. 

[0112] AsR9 



(b) the lower alkyI group may be methyl group, ethyl group, isopropyl group, tert-butyl group, or trifluoromethyl 
group, with methyl group and trifluoromethyl group being preferred; and 

(c) the lower alkoxy group may be methoxy group, ethoxy group, isopropoxy group, tert-butoxy group, or trifluor- 
omethoxy group, with methoxy group and trifluorom ethoxy group being preferred. 



[0113] As Rio, 



(a) the lower alkyI group may be methyl group, ethyl group, isopropyl group, tert-butyl group, or trifluoromethyl 
group, with methyl group and trifluoromethyl group being preferred; and 

(b) the lower alkoxy group may be methoxy group, ethoxy group, isopropoxy group, tert-butoxy group or trifluor- 
omethoxy group, with methoxy group and trifluoromethoxy group being preferred. 

[01 1 4] Among the above, examples of a preferred embodiment of R9 Include: 

(b) a lower alkyI group, 

(c) a lower alkoxy group, and 



fomiing a nng selected from (a) a tetralin ring optionally substituted with R8, (b) a naphthalene ring optionally 
substituted with R8 or (c) a 1.3-benzodioxole ring optionally substituted with r8, wherein the ring is fomied by each 
pair of R9 and Rio together with the benzene ring to which they are attached. More preferred embodiment of RO mav 
Sct> o« f '^^^^^ ^^^^ ^ ^^t^^''" ring °Pt«onally substituted with R8. (b) a naphthalene ring optionally 

substituted with R8 and (c) a 1 ,3-benzodioxole ring optionally substituted with RS. wherein the ring Is formed by each 
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pair of and R^^ together with the benzene ring to which they are attached. Further, the forming of a naphthalene 
ring optionally substituted with may be mentioned as a more preferred embodiment of R^. 
[0115] Among the above, examples of a preferred embodiment of R^^ Include 

5 (a) a lower alkyi group, 

(b) a lower alkoxy group, and 

fomriing a ring selected from (a) a tetralin ring optionally substituted with R^, (b) a naphthalene ring optionally 
substituted with R® and (c) a 1 ,3-ben2odioxole ring optionally substituted with R®, wherein the ring is fomned by each 

10 pair of R^ and R^o together with the benzene ring to which they are attached. More preferred embodiment of R^o may 
be the forming of a ring selected from (a) a tetralin ring optionally substituted with R^, (b) a naphthalene ring optionally 
substituted with RQ and (c) a 1 ,3-benzodioxole ring optionally substituted with RS, wherein the ring is formed by each 
pair of R® and R'^o together with the benzene ring to which they are attached. Further, the fomning of a naphthalene 
ring optionally substituted with Pfi may be mentioned as a more preferred embodiment of R^°. 

15 [0116] The dashed line linking one R^o to the other R^o means that one R''^ may be bonded to the other R^o via an 
oxygen atom. It is preferred, however, that two R''^ are not bonded to each other. 

[0117] Art and Ar^ independently represent a phenyl group substituted with from zero to five substituents selected 
from straight-chain or branched-chain lower alkyI group, halogen or lower alkoxy group. As the said substituents 

20 (a) the straight or branched chain lower alkyI group may be methyl group, ethyl group, isopropyl group, or tert- 

butyl group, with methyl group being preferred; 

(b) the halogen substltuent may be fluorine, chlorine, bromine, or iodine, with fluorine being preferred; and 

(c) the lower alkoxy group may be methoxy group, ethoxy group, isopropoxy group, or tert-butoxy group, with 
methoxy group being preferred. 

25 

[0118] Art** and Ar^ may be the same or different and are preferably a phenyl group substituted with from zero to five 
substituents set forth above. Further, Ar^ and Ar^ may be the same or different and are also preferably a phenyl group 
substituted with from two to five substituents set forth above in which at least two substituents are straight or branched 
chain lower alkyI groups. Further, it may be particularly preferred that Ar^ and Ar^ are the same and are a phenyl group 
30 substituted with from two to five substituents set forth above in which at least two substituents are straight or branched 
chain lower alkyI groups. 

[0119] Specific examples of Ar^ and Ar^ include phenyl group, m-tolyl group, p-fluorophenyl group, p-chlorophenyl 
group, 3,5-dimethyl-phenyl group (xylyl group), 3,5-di-tert-butylphenyl group, p-methoxyphenyl group, p-tert-butylphe- 
nyl group, p-tolyl group, and 3,5-dlmethyl-4-methoxyphenyl group. Preferably, Ar^ and Ar2 each independently may 
35 be 3,5-dimethylphenyl group (xylyl group) or 3,5-dimethyl-4-methoxyphenyl group. Further, it may be particulariy pre- 
ferred that Ar^ and Ar^ are the same and represent 3,5-dimethylphenyl group (xylyl group) or 3,5-dlmethyl-4-methoxy- 
phenyl group. 

[0120] Further, among the optically active bidentate phosphlne ligarids represented by the general fomnula (1 3), the 
following class of compounds may be preferred. That is, the optically active bidentate phosphine ligands of the formula 

40 (13) in which R® represents hydrogen, methyl group, ortrifluoromethyl groupfR^ represents hydrogen, methyl group, 
trif luoromethyl group, methoxy group, or trifluoromethoxy group, or alternatively R^ is bonded to R^'o to form a tetralin 
ring or a naphthalene ring; R^^ represents methyl group, trifluoromethyl group, methoxy group, or trifluoromethoxy 
group, or alternatively R'lo is bonded to R^ to fonri a tetralin ring or a naphthalene ring; one R''^ and the other R^o are 
not bonded to each other via an oxygen atom; Ar*" and Ar^ are the same and represent phenyl group, m-tolyl group, 

45 p-fluorophenyl group, p-chlorophenyl group, 3,5-dimethylphenyl group (xylyl group), 3,5-dl-tert-butylphenyl group, p- 
methoxyphenyl group, p-tert-butylphenyl group, p-totyl group, or 3,5-dimethyl-4-methoxyphenyl group. 
[0121] Preferred examples of the optically active bidentate phosphine ligand having the above substituents are men- 
tioned below. That is, such preferred examples include each optical isomer of 2',2'-bis-(diphenylphosphino)-1 ,1 -binaph- 
thyl (abbreviated name: BINAP); BINAP derivatives in which the naphthalene ring of BINAP is partially reduced, such 

so as each optical isomer of 2,2'-bis(diphenylphosphino)-5,5',6,6',7,7',8,8'-octahydro-1 ,1'-binaphthyl (abbreviated name: 
HgBlNAP); BINAP derivatives in which the naphthalene ring of BINAP carries substituent(s), such as each optical 
isomer of 2,2'-bis-(diphenylphosphino)-6,6'-dimethyl-1,1'-binaphthyl (abbreviated name: 6MeBINAP); BINAP deriva- 
tives in which the benzene ring on the phosphorus atom of BINAP is substituted with lower alkyI group(s), such as 
each optical isomer of 2,2'-bls-(di-p-tolylphosphino)-1 ,r-binaphthyl (abbreviated name: Tol-BINAP), each optical iso- 

55 mer of 2,2'-bis[bis(3-methylphenyl)phosphino]-1 ,1 '-binaphthyl, each optical isomer of 2,2'-bis[bis(3,5-di-tert-butylphe- 
nyl)phosphino]-1,1'-binaphthyl, each optical isomer of 2,2'-bis[bis(4-tert-butylphenyl)phosphino]-1 .V-binaphthyl, each 
optical isomer of 2,2'-bis[bis(3,5-dimethylphenyl)phosphino]-1 ,1'-binaphthyl (abbreviated name: Xyl-BINAP), and each 
optical isomer of 2,2'-bis[bis(3,5-dlmethyl-4-methoxyphenyl)phosphino]-1 ,1'-binaphthyl (abbreviated name: 
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Dmanyl-BINAP); BINAP derivatives in which the naphthalene ring of BINAP carries substltuent(s) and the benzene 
nng on the phosphorus atom of BINAP is substituted with from 1 to 5 lower alkyi substituents. such as each optical 
*!T^L.°i 2.2'-bis[bis-(3,5-dimethylphenyl)phosphlno]-6.6'-dimethyl-1.1'-binaphthyl (abbreviated name: Xyl- 
eiVleBINAP); and. BINAP derivatives in which the naphthalene ring of BINAP is condensed with a saturated hydrocarbon 
nng, such as each optical isomer of 3,3'-bis-(diphenylphosphanyl)-13,13'-dimethyl-12.13,14,15 16 17 12' 13' 14' 15' 
16',17'-dodecahydro-11H,irH-[4.4']bi[cyclopenta[a]phenanthrenyl]. Further, particularly preferred examples 'include 
each optical isomer of 2,2'-bis[bis-(3.5-dimethylphenyl)phosphino]-1,1'.binaphthyl (abbreviated name- Xyl-BINAP)- 
each optical isomer of 2,2'-bis[bis(3.5-dlmethyl-4.methoxyphenyl)phosphino]-1,1'-blnaphthyl (abbreviated name" 
Dmanyl-BINAP); and BINAP derivatives in which the naphthalene ring of BINAP carries substituent(s) and the benzene 
nng on the phosphorus atom of BINAP is substituted with from 1 to 5 lower all<yi substituents, such as each optical 

isomer of 2,2'-bis[bis-(3.5-dimethylphenyl)phosphlno]-6,6'-dlmethyl-1,1'-binaphthyl (abbreviated name- Xvl- 
olWeBINAP). ' 

^V^^} . ^T^^'' ^^^^ "P''*"^' '^°'^^^°'2,2'-bis[bis(4-fluorophenyl)phosphino]-1.r-blnaphthyl, andeach optical isomer 
of 2,2 -bis-[bis(4-chlorophenyl)phosphino]-1.1'-binaphthyi may be also mentioned as examples of BINAP derivatives 
carrying fluorine substituent(s) and/or chlorine substituent(s). 

[0123] In addition, bidentate tertiary phosphine compounds other than the BINAP derivatives, such as each optical 
isomer of 2,2'-bis(diphenylphosphino)-6,6'-disubstituted-1 ,1 '-biphenyl derivatives, may also be preferred Specific ex- 
amples thereof may be biphenyl derivatives including each optical isomer of 6,6'-bis(dlphenylphosphino)-3 3'-dimeth- 
oxy-2,2',4,4'-tetramethyl-1.l '-biphenyl, each optical Isomer of 6,6'-bls[bis(4-methoxyphenyl)phosphanyl]-3!3'-dimeth- 
oxy-2,4,2',4'-tetramethylblphenyl, each optical isomer of 2,2'-bis(diphenylphosphino)-6,6'-dimethylblphenyl each op- 
tical isomer of 2,2'-bis(diphenylphosphanyl)-4,6,4',6'-tetramethylbiphenyl, each optical isomer of [4,4'-bis(dimethylami- 
no)-6,6'-dimethylbiphenyl-2,2'-diyi]bis(diphenylphosphine), each optical isomer of 5,7-dihydrodibenzo[c ejoxepin- 
1,11-bis(diphenylphosphine), andeach optical isomer of [(5,6), (5',6')-bis(methylenedioxy)biphenyl-2.2'-dlyl]bis(diphe- 
nylphosphine) (abbreviated name: SEGPHOS). Of course, optically active bidentate phosphine ligands which can be 
used according to the present invention should not be limited to the above. 

[0124] These optically active BINAP derivatives may be prepared according to the process using a nickel catalyst 
descnbed in the literature (Dongwei Cai, et al., J. Org. Chem. . 59. pp. 7180-71B1 (1994); or Scott A Laneman etal 
Chem. Commun., pp. 2359-2360 (1997)), or the process comprising reducing BINAPO derivatives (obtained by oxi- 
dizing trivaient phosphorus atom of BINAP derivatives to pentavalent phosphorus atom) with trichlorosilane described 
in the literature (Hidemasa Takaya; Susumu Akutagawa; Ryoji Noyorl, et al., J. Org. Chem. . 51 , pp 629-635 (1 986)) 
or the process described in JP-B-07-68260. Further, the above optically active biphenyl deriN;itives may be prepared 
by the process for preparing the BINAP derivatives set forth above. Further, optically active biphenyl derivatives In 
which the benzene nng of the biphenyl carries alkoxy substituent(s) may be prepared according to the process de- 
scribed in JP-A-1 1-2691 85. 

[0125] On the other hand, the diamine ligand is represented by the general formula (1 4): 




wherein m represents an integer of from 0 to 2, 
R11 represents: 

(a) hydrogen, 

(b) a straight-chain lower alkyI group, 

(c) a branched-chain lower alkyI group, 

(d) a cyclic lower alkyI group, 

(e) a phenyl group substituted with from zero to five lower alkyI or lower alkoxy groups. 
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(f) a 1-naphthyl group substituted with from zero to seven lower alkyl or lower alkoxy groups, or 

(g) a 2-naphthyl group substituted with from zero to seven lower aikyi or lower alkoxy groups; 

provided that (I) when R""^ is hydrogen, then R''^ and R'^^ are independently represent: 

5 

(a) hydrogen, 

(b) a straight-chain lower alkyl group, 

(c) a branched-chain lower alkyl group, 

(d) a cyclic lower alkyl group, 

^0 (e) a phenyl group substituted with from zero to five lower alkyl or lower alkoxy groups, 

(f) a 1-naphthyl group substituted with from zero to seven lower alkyl or lower alkoxy groups, or 

(g) a 2-naphthyl group substituted with from zero to seven lower alkyl or lower alkoxy groups, or 

(h) alternatively, R^2 and R''^ may be bonded to each other to iom a ring selected from: 

^5 (h-1) a cycloalkyi ring, or 

(h-2) a heteroatom-containing heterocyclic ring; or 

(II) when R^^ is other than hydrogen, then R''^ represents: 

20 (a) a straight-chain lower alkyl group, 

(b) a branched-chain lower alkyl group, 

(c) a cyclic lower alkyl group, 

(d) a phenyl group substituted with from zero to five lower alkyl or lower alkoxy groups, 

(e) a 1 -naphthyl group substituted with from zero to seven lower alkyl or lower alkoxy groups, or 
25 (f) a 2-naphthyl group substituted with from zero to seven lower alky! or lower alkoxy groups; and 

R^3 represents: 

(a) hydrogen, 
30 (b) a lower alkyl group, or 

(c) a benzyl group. 

[0126] In the general fonnula (14), m represents an integer of from 0 to 2, with 0 being preferred. 
[0127] R" represents 

35 

(a) hydrogen, 

(b) a straight-chain lower alkyl group, 

(c) a branched-chain lower alkyl group, 

(d) a cyclic lower alkyl group, 

40 (e) a phenyl group substituted with from zero to five lower alkyl or lower alkoxy groups, 

(f) a 1-naphthyl group substituted with from zero to seven lower alkyl or lower alkoxy groups, or 

(g) a 2-naphthyl group substituted with from zero to seven lower alkyl or lower alkoxy group. 

[0128] Examples of the group represented by R^^ are as follows. 
45 [0129] Examples of 

(b) a straight-chain lower alkyl group, 

(c) a branched-chain lower alkyl group, or 

(d) a cyclic lower alkyl group 



50 



include, but are not limited to, methyl group, ethyl group, n-propyl group, Isopropyl group, n-butyl group, sec-butyl 
group, isobutyl group, tert-butyl group, cyclopropyl group, cyclobutyl group, cyclopentyl group, cyclohexyl group, and 
cycloheptyl group, with cyclobutyl group, cyclopentyl group and cyclohexyl group being preferred. 
[0130] Examples of (e) a phenyl group substituted with from zero to five lower alkyl or lower alkoxy groups include, 
55 but are not limited to, phenyl group, 2,3-dimethylphenyl group, 2,4-dimethylphenyl group, 2,5-dimethylphenyl group, 
2,6-dimethylphenyl group, 3,4-dimethylphenyl group, 3,5-dimethylphenyl group, 2,3,4-trimethylphenyl group, 2,3,5-tri- 
methylphenyl group, 2.3,6-trimethylphenyl group, 2.4,5-trimethylphenyl group, 2,4,6-trimethylphenyl group, 3,4,5-tri- 
methylphenyl group, 2-methoxyphenyl group, 3-methoxyphenyl group, 4-methoxy phenyl group, 2,3-dimethoxyphenyl 



• 31 



EP 1 254 885 A1 



cZo 2-5-dimethoxyphenyl group, 2.6-dimethoxyphenyl group. 3.4-dimethoxyphenyl 

ZTlf:n t7lT'''T''^' r''"' ^.^.^-trimethoxyphenyl group. 2,3.5-trimethoxyphenyl group. 2 3 sSSChe 
LL^ZVh. ' rf H^'^f/^' 2.4.6-trimethoxyphenyl group, and 3,4.5-tnmethoxypheny g rp^ J^^^^^^^^ 

[0131] Preferred examples of (f) a 1 -naphthyl group substituted with from zero to seven lower alkvl or lower alkoxv 
groups include, but are not limited to, 4-methoxy-1 -naphthyl group ^ ^ 

[0132] Preferred examples of (g) a 2-naphthyl group substituted with from zero to seven lower alkyi or lower alkoxv 

?0?3?? '"Zll l"^^ ' -^^•^°'^-2-naphthyl group and 4-methoxy-2-naphthyl gC 

[0133] Among the above, R" is preferably r / » ^ 

(a) hydrogen, or 

(e) a phenyl group substituted with from zero to five lower alkyI or lower alkoxy groups and 
particularly preferably yo, anu 

(e) a phenyl group substituted with from zero to five lower alkyI or lower alkoxy groups. 
(I) When R11 Is (a) hydrogen, then Ri2 and R13 are independently represent: 
(la) hydrogen, 

(lb) a straight-chain lower alkyI group. 
(Ic) a branched-chain lower alkyI group, 
(Id) a cyclic lower alkyI group, 

(le) a phenyl group substituted with from zero to five lower alkyi or lower alkoxy groups 
f) a 1 -naphthyl group substituted with from zero to seven lower alkyI or lower alkoxy groups or 
g a 2-naphthyl group substituted with from zero to seven lower alkyi or lower alkoxy qrouos or 

(Ih) alternatively. Ri2 and Ri3 may be bonded to each other to form a ring selected fram 

(h-1) a cycloalkyi ring, or 

(h-2) a heteroatom-containing heterocyclic ring; or, alternatively, 

(II) when R11 is other than hydrogen, then R12 represents: 

(lla) a straight-chain lower alky] group, 
(lib) a branched-chain lower alkyI group, 
(lie) a cyclic lower alkyI group, 

(lid) a phenyl group substituted with from zero to five lower alkyI or lower alkoxy groups 

le) a l-naphthyl group substituted with from zero to seven lower alkyI or lower alkoxy groups, or 
(llf) a 2.naphthyl group substrtuted with from zero to seven lower alky! or lower alkoxy groups; and 

R''3 represents: 

(llg) hydrogen, 

(Hh) a lower alkyl group, or 

(Hi) a benzyl group. 

folios'" °' represented by Ri2 and Ri3 are each Independently as 

Examples of 

(lb) a straight-chain lower alkyl group, 
(Ic) a branched-chaln lower alkyl group, or 
(Id) a cyclic lower alkyl group. 

include but are not limited to, methyl group, ethyl group, n-propyl group, isopropyl group, n-butyl group sec-butvl 

group, .sobutyl group, tert-butyl group, cyclopropyl group, cyclobutyl gr^oup, cycl^ntyl g^oSr^^^^^^ 

and cycloheptyl group, with cyclobutyl group, cyclopentyl group, and cyclohe^yl g^ouKpVSed ' 
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[0134] Examples of (le) a phenyl group substituted with from zero to five lower alkyl or lower alkoxy groups include, 
but are not limited to, phenyl group, 2,3-dlmethylphenyl group, 2,4-dimethyl-phenyl group, 2,5-dimethylphenyl group, 
2,6-dimethylphenyl group, 3,4-dimethylphenyl group, 3,5-dimethylphenyl group, 2,3,4-trlmethylphenyl group, 2,3,5-tri- 
methylphenyl group, 2,3,6-trimethylphenyl group, 2,4,5-trimethylphenyl group, 2,4,6-trlmethylphenyl group, 3,4,5-tri- 
methylphenyl group, 2-methoxyphenyl group, 3-methoxyphenyl group, 4-methoxyphenyl group, 2,3-dlmethoxyphenyl 
group, 2,4-dimethoxyphenyl group, 2,5-dimethoxyphenyl group, 2,6-dlmethoxyphenyl group, 3,4-dimethoxyphenyl 
group, 3,5-dimethoxyphenyl group, 2,3,4-trimethoxyphenyl group, 2,3,5-trimethoxyphenyl group, 2,3,6-trlmethoxyphe- 
nyl group, 2,4,5-trimethoxyphenyl group, 2,4,6-trimethoxyphenyl group, and 3,4,6-trimethoxyphenyl group. Prefen-ed 
examples thereof include phenyl group, 3,4-dlmethylphenyl group, 3,5-dlmethylphenyl group, 3,4,5-trlmethyIphenyl 
group, 3-methoxyphenyl group, 4-methoxyphenyl group, 3,4-dimethoxyphenyrgroup, 3,5-dimethoxyphenyl group, and 
3,4,5-trimethoxyphenyl group, with phenyl group, 3,5-dimethylphenyI group, 4-methoxyphenyl group, 3,4-dimethoxy- 
phenyl group, and 3,5-dimethoxyphenyl group being more preferred. 

[0135] Preferred examples of (If) a 1 -naphthyl group substituted with from zero to seven lower alkyl or lower alkoxy 
groups Include, but are not limited to, 1 -naphthyl group and 4-methoxy-1 -naphthyl group. 

[0136] Preferred examples of (Ig) a 2-naphthyl group substituted with from zero to seven lower alkyl or lower alkoxy 
groups include, but are not limited to, 2-naphthyl group, 1 -methoxy-2-naphthyl group, and 4-methoxy-2-naphthyl group. 
[0137] Alternatively, (Ih) R2 and may be bonded to each other to form a ring, and examples thereof are as follows. 
[0138] Examples of (lh-1) a cycloalkyi ring include, but are not limited to, cyclopropane ring, cyclobutane ring, cy- 
clopentane ring, cyclohexane ring, cycloheptane ring, and cyclooctane ring, with cyclohexane ring being preferred; 
[0139] Examples of (lh-2) a heteroatom-containing heterocyclic ring include, but are not limited to, tetrahydrofuran 
ring, tetrahydropyran ring, and dioxane ring. 
[0140] Among the above, R"'^ and R''^ may be preferably: 

(le) a phenyl group substituted with from zero to five lower alkyl or loweir alkoxy groups, 
(If) a 1 -naphthyl group substituted with from zero to seven lower alkyl or lower alkoxy groups, or 
(Ig) a 2-naphthyl group substituted with from zero to seven lower alkyl or lower alkoxy groups, or 
(Ih) altematively R"'^ and R''^ may be preferably bonded to each other to form (lh-1) a cycloalkyi ring. 

R*'2 and R''^ may be particulariy preferably: 

(le) a phenyl group substituted with from zero to five lower alkyl or lower alkoxy group, or 

(Ih) alternatively R^2 a^d R^^ may be partteularly preferably bonded to each other to fomn (lh-1) a cycloalkyi ring. 

However, R^^ and R^^ are not limited to the above. 

[0141] Further, (II) when R*"^ Is other than hydrogen, examples of the groups represented by R^^ are as follows. 
[0142] Examples of 

(Ha) a straight-chain lower alkyl group, 
(lib) a branched-chain lower alkyl group, or 
(lie) a cyclic lower alkyl group, 

Include, but are not limited to, methyl group, ethyl group, n-propyl group, isopropyl group, n-butyl group, sec-butyl 
group, isobutyl group, tert-butyl group, cyclopropyl group, cyclobutyl group, cyclopentyl group, cyclohexyl group, and 
cycloheptyl group, with cyclobutyl group, cyclopentyl group, and cyclohexyl group being preferred. 
[0143] Examples of (lid) a phenyl group substituted with from zero to five lower alkyl or lower alkoxy groups Include, 
but are not limited to, phenyl group, 2,3-dimethylphenyl group, 2;4-dimethy(phenyl group, 2,5-dimethylphenyl group, 
2,6-dlmethylphenyl group, 3,4-dimethylphenyl group, 3,5-dimethylphenyl group, 2,3,4-trimethylphenyl group. 2,3,5-tri- 
methylphenyl group, 2,3,6-trimethylphenyl group, 2,4,5-trimethylphenyl group, 2,4,6-trlmethylphenyl group, 3.4,5-tri- 
methylphenyl group, 2-methoxy-phenyl group, 3-methoxyphenyl group, 4-metHoxyphenyl group, 2,3-dimethoxyphenyl 
group, 2,4-dimethoxyphenyl group, 2,5-dlmethoxyphenyl group, 2,6-dlmethoxyphenyl group, 3,4-dimethoxyphenyl 
group, 3,5-dimethoxy-phenyl group, 2,3,4-trimethoxyphenyl group, 2,3,5-tr|methoxyphenyl group, 2,3,6-trimethoxy- 
phenyl group, 2,4,5-trimethoxyphenyl group, 2,4,6-trinriethoxyphenyl group, and 3,4,5-trlmethoxyphenyl group. Pre- 
ferred examples thereof include phenyl group, 3,4-dimethylphenyl group, 3,5-dimethylphenyl group, 3,4,5-trlmethyl- 
phenyl group, 3-methoxyphenyl group, 4-methoxyphenyl group, .3,4-dimethoxyphenyl group, 3,5-dimethoxyphenyl 
group, and 3,4,5-trimethoxyphenyl group, with phenyl group, 3,5-dlmethylphenyl group, 4-methoxyphenyl group, 
3,4-dlmethoxyphenyl group, and 3,5-dimethoxyphenyl group being more preferred. 

[0144] Preferred examples of (lie) a 1 -naphthyl group substituted with from zero to seven lower alkyl or lovyer alkoxy 
groups include, but are not limited to, 1 -naphthyl group and 4-methoxy-1 -naphthyl group. 
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[0145] Preferred examples of (llf) a 2-naphthyl group substituted with from zero to seven lower alkyi or lower alkoxy 
groups mclude, but are not limited to. 2-naphthyl group. 1 -methoxy.2-naphthyl group and 4-methoxyXnaphthyl g ou^ 
[0146] Then, examples of the groups represented by R13 are as follows ^' y a h 

J.ndTnh.lT'"^" o ^Ir""' ^ 9^°"P ''"t '""'ted to, methyl group, ethyl group, isopropyl group, 

prefer^d ^"^^ ""^'^^ ^"^ ^^"P' 9™"P "eing particular^; 

(II) When is other than hydrogen, R<2 may be preferably 

(lid) a phenyl group substituted with from zero to five lower alkyI or lower alkoxy groups 
(lie) a 1 -naphthyl group substituted with from zero to seven lower alkyI or lower alkoxy groups or 
(llf) a 2-naphthyl group substituted with from zero to seven lower alkyI or lower alkoxy qrouos- and 
particularly preferably ^ ' 

(lid) a phenyl group substituted with from zero to five lower alkyI or lower alkoxy groups; 

more preferably, Ri2 may be the same with RH. However. Ri2 fe not limited to the above 
[0148] Then, Ri3 may be preferably 

(llh) a lower alkyI group, or 
(Mi) a benzyl group; 
more preferably 
(llh) a lower alkyI group. 

However, Ri3 jg not limited to the above. 

[0149] Among the diamine ligands represented by the general fonnula (14), the following class of compounds may 
be preferred^ That is, the diamine ligands of the formula (14) in which m isO; Rii represents 3,5-dimethylphenyl group 
4-methoxyphenyl group, 3,4-dim6thoxyphenyl group, or 3,5-dlmethoxyphenyl group; Ri2 is the same with Rii and 
represents 3,5-dimethylphenyl group, 4-methoxyphenyl group, 3,4-dimethoxyphenyl group, or 3,5-dimethoxyphenyl 
group; and Ri3 represents methyl group, isopropyl group or benzyl group. 

[0150] Examples of the diamine ligand are mentioned below. That is. such examples include methylenediamine 
ethylenediamme, 1 ,2-diaminopropane, 1 ,3-diaminopropane, 1,4-diaminobutane, 2,3-diaminobutane, 1,2-cyciopen- 
tanediarnme, 1 2-cyclohexanediamine, 1 ,1 -diphenylethylenedlamine, 1 ,1 -di(p-methoxyphenyl)6thylene-diamine 
1,1-di(3,5-dimethoxyphenyl)ethylenedlamlne, and 1 ,1-dinaphthylethylenediamine. Optically active diamine com- 
pounds may be also used. Examples thereof include, for example, optically active 1 ,2-diphenylethylenedlamine (ab- 
breviated name: OPEN), 1,2-di(p-methoxyphenyl)ethylenediamine, 1 , 2-cyclohexanediamine. 1 ,2-cycloh6ptanedl- 
amine, 2,3-d.methylbutanediamine, 1 -methyl-2,2-dlph6nylethylenediamlne, 1 -lsobutyl-2.2-diphenylethylenediamine 
1-.sopropyl-2.2-diphenylethylenediamine, 1-benzyl-2.2-diphenylethylenediamine, 1-methyl-2,2-di(p-methoxyphenyl) 
ethylenedi^ine (abbreviated name: DAMEN), 1-isobutyl-2,2-di(p-methoxyphenyl)-ethylenediamine (abbreviated 
name: DAIBEN), 1-isopropyl-2.2-dl(p-methoxyphenyl)ethylenediamine (abbreviated name: DAIPEN), 1-benzvl-2 2-di 
(p-methoxyphenyl)ethylenediamine, 1 -methyl-2.2-di(3,5-dimethoxyphenyl)ethylenediamine. 1 -isopropyl-2 2-di 
(3.5-dimethoxyphenyl)ethylenediamine. 1-isobutyl-2,2-di(3.5-dimethoxy-phenyl)ethylenedlamine. 1-benzyl-2'2-di 
(3.5-dimethoxyphenyl)ethylenediamine. 1 -methyl-2.2-dinaphthyiethylenediamine. 1 -isobutyl-2.2-dinaphthylethyl6ne- 
diamine, 1-'sopropyl-2,2-dlnaphthylethylenedlamine. and 1-benzyl-2,2-dinaphthylethylenediamine 
[0151] Further, optically active diamine compounds which can be used are not limited to the abovementioned optically 
active ethylenediamine derivatives. Optically active propanedlamine. butanediamine and cyclohexanediamine deriv- 
atives may be also used. 

[0152] In addition, these diamine ligands may be prepared by the process starting from a-amino acid described in 
the literature (Burrows. C. J., et a!.. Tetrahedron Letters. 34(12). pp. 1905-1908 (1993)). or by a variety of processes 

ffofr« '^'^^'^ l^'oskowski, and D. Lucet, AngewChem. Int. Ed. . 37, pp. 2580-2627 

(1998)). 

[0153] Preferred examples of the optically active diamine ligand are mentioned below. That is, the preferred examples 
include 1 -methyl-2,2-diphenylethyl6nediamlne, 1 -isobutyl-2,2-diphenylethylenediamine, 1 -isopropyl-2.2-diphenyl6th- 
ylenediamine, 1^benzyl-2,2-diphenylethylenediamine, 1 -methyl-2,2-di(p 

ed name: DAMEN), 1-isobutyl-2,2-di(p-methoxyphenyl)ethylenediamine (abbreviated name: DAIBEN), 1-isopropyl- 
2.2-di(p-methoxyphenyl)ethylenediamine (abbreviated name: DAIPEN), 1-benzyl-2,2-di(p.methoxyphenyl)ethylenedi- 
amine, 1-methyl-2,2-di(3,5-dimethoxyphenyl)ethylenediamine, 1-isopropyl-2.2-di(3,5-dimethoxyphenyl)ethylenedi- 
amine, 1 -isobutyl-2,2-di(3,5-dimethoxyphenyl)ethylenediamine, and 1 -benzyl-2,2-di(3.5-dimethoxyphenyl)ethylenedi- 

[0154] Further, more preferred examples of the optically active diamine ligand include 1-methyl-2,2-di(p-methoxy- 
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phenyl)ethylenediamine (abbreviated name: DAMEN), 1-isopropyl-2,2-di{p-methoxyphenyl)ethylenediamine (abbrevi- 
ated name: DAIPEN), 1-ben2yl-2,2-di(p-methoxyphenyl)ethylenediamine, 1-methyl-2,2-di(3,5-dimethoxy-phenyl)eth- 
ylenediamine, 1 -isopropyl-2,2-di(3,5-dimethoxyphenyl)ethylenediamine, and 1 -benzyl-2,2-dl(3,5-dimethoxyphenyl) 
ethylenedlamine. 

[0155] The ruthenium/bidentate phosphine/diamine complex to be used by the present invention may be prepared 
by the known process described in JP-A-11 -189600. More specifically, the complex may be synthesized by reacting 
the ruthenium compound as a starting material with the bidentate phosphine ligand and the diamine ligand sequentially 
or Inversely or simultaneously. As a ruthenium compound which is a starting material for synthesizing the complex, 
zerovalent, monovalent, divalent, trivalent or highvalent ruthenium compounds may be used. When a zerovalent or 
monovalent mthenium compound'is used, it is needed to oxidize the ruthenium atom before the final reaction step. 
When a divalent ruthenium compound is used, the complex may be synthesized by reacting the ruthenium compound 
with the phosphine ligand and the diamine ligand sequentially or Inversely or.simultaneously. When a trivalent or poly- 
valent ruthenium compound is used as a starting material, it is needed to reduce the ruthenium atom before the final 
reaction step. 

[0156] Examples of a starting ruthenium compound to be used Include inorganic ruthenium compounds, such as 
ruthenium(lll) chloride hydrate, ruthenium(lll) bromide hydrate, and ruthenium(lll) iodide hydrate; ruthenium com- 
pounds coordinated with diene, such as [ruthenium(norbornadiene) dlchloride] polymer complex, [ruthenium(cycloocta- 
dlene) dlchloride] polymer complex, and bis[(methylallyl)ruthenium(cyclooctadlene)]; ruthenium complex compounds 
coordinated with aromatic compound, such as [ruthenium(benzene) dlchloride] dimer complex, [ruthenium(p-cymene) 
dlchloride] dimer complex, [ruthenlum(trimethylbenzene) dlchloride] dimer complex, and [ruthenium(hexamethylben- 
zene) dlchloride] dimer complex; and ruthenium complex compounds coordinated with phosphine, such as dichlorotris 
(triphenylphosphine)ruthenlum. In addition to the abovementibned neutral ruthenium complexes, catlonic ruthenium 
complexes, such as [chlororuthenium(blnap)(benzene)] chloride, and [chlororuthenium(binap)(p-cymene)] chloride 
(described in J. Org. Chem. , 59, p 3064 (1994)), and anionic complexes may be used. Further, ruthenium compounds 
to be used are not limited to the compounds mentioned above as long as they have ligands which can be substituted 
for bidentate phosphine ligand and diamine ligand. As the starting material, a variety of ruthenium compounds described 
in, for example, COMPREHENSIVE ORGANOMETALLIC CHEMISTRY II . Vol. 7, pp. 294-296 (PERGAMON) may be 
used. 

[0157] A preferred example of the process uses a divalent ruthenium compound as the starting ruthenium compound 
and comprises reacting the ruthenium compound with the bidentate phosphine compound and the diamine compound 
sequentially or inversely or simultaneously. For example, a ruthenium cbmjDOund coordinated with diene, such as 
[ruthenium(norbornadiene) dlchloride] polymer complex, [ruthenium(cyclo6ctadiene) dlchloride] polymer complex or 
bis[(methylallyl)ruthenium(cyclooctadiene)], a ruthenium complex compound coordinated with aromatic compound, 
such as [ruthenlum(benzene) dlchloride] dimer complex, [ruthenium (p-cymene) dlchloride] dimer complex, [ruthenium 
(trimethylbenzene) dlchloride] dimer complex or [ruthenium(hexamethylbenzene) dlchloride] dimer complex, or a ru- 
thenium complex compound coordinated with phosphine, such as dichlorotris(triphenylphosphine)njthenlum, may be 
reacted with a bidentate phosphine compound in aromatic hydrocarbon solvent (such as toluene or xylene), aliphatic 
hydrocarbon solvent (such as pentane or hexane), halogen-containing hydrocarbon solvent (such as dichloromethane), 
ether type solvent (such as diethyl ether or tetrahydroifuran), alcohol type solvent (such as methanol, ethanol, 2-pro- 
panol, butanol or benzyl alcohol), or heteroatom-containing organic solvent (such as acetonitrile, N,N-dimethylforma- 
mlde (DMF), N,N-dimethylacetamide(DMA), N-methylpyrrolidone (NMP), oi- dimethylsulfoxide (DMSG)) at reaction 
temperatures ranging from -100**C to 200°C to obtain a bidentate phosphlne/ruthenium hallde complex. More prefer- 
ably, a bidentate phosphlne/ruthenium halide complex may be obtained by the process described in Masato Kitamura; 
Makoto Tokunaga; Takeshi Ohkuma; and Ryojl Noyori, Organic Synthesis , T^, pp. 1-13 (1993), which process com- 
prises heating a commercially available compound of [RuCl2(C6H6)]2 and a bidentate phosphine compound in an 
amount of from 1 .0 to 1 .05 mol for 1 mol of the Ru metal in a solvent selected from DMF and DMA (the amount of the 
solvent to be used is from 10 to 20 mL per mmol of the bidentate phosphine compound) at 100**C for from 10 to 15 
minutes; and distilling off the solvent. 

[0158] The thus obtained bidentate phosphlne/ruthenium halide complex may be reacted with a diamine compound 
In aromatic hydrocartDon solvent (such as toluene or xylene), aliphatic hydrocarbon solvent (such as pentane or hex- 
ane), halogen-containing hydrocarbon solvent (such as dichloromethane), ether type solvent (such as diethyl ether or 
tetrahydrofuran), alcohol type solvent (such as methanol, ethanol, 2-propariol, butanol, or benzyl alcohol), or heter- 
oatom-containing organic solvent (such as acetonitrile, DMF, DMA, NMP, or DMSO) at reaction temperatures ranging 
from -100*C to 200®C to yield a diamine/bidentate phosphlne/ruthenium halide complex. The reaction is preferably 
carried out In a halogen-containing hydrocartaon solvent such as dichloromethane at temperatures ranging from 1 0**G 
to 30"C for from 0.5 to 1 .5 hours to yield a diamine/bidentate phosphlne/ruthenium halide complex. Further, under the 
same reaction conditions, a diamine/bidentate phosphlne/ruthenium halide complex may be also obtained by reacting 
a cationic ruthenium complex such as [chlororuthenium-(binap) (benzene)] chloride with a diamine compound. 



35 



EP 1 254 885 A1 



KC,oH3,tert-BuOK,NaOH,Na2C03.NaOCH3,NaOCH(CH,)o LiOH LiOCH i inru/ru^ x ^' '^^^^{CHaja. 

^? ^' '^°°"(^"3)2. KC.oHs, tert-BuOK, NaOH, Na^COg, NaOCHg NaOCH(CHr LOH mrH 
or L.OCH{CH3)2) 'n aromatic hydrocarbon solvent (such as toluene or xylene) aM^h^^^rl^.^t' , I / 
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xylbjnap][(S)-damen], trans-RuCl2[(S)-xylbinap][(S)-daipen], trans-RuCl2[(R):xylbinap][(R)-daipen], trans-RuClg^S)- 
xylbinap][(R)-daipen], trans-RuCl2[(R)-xylbinap][(S)-daipen], trans-RuCl2[(S)-dmanylblnap][(S)-damen], trans-RuCl2[ 
(R)-dmanylblnap][(R)-damen], trans-RuCl2[(S)-dmanylbinap][(R)-damen], trans- RuCl2[(R)-dmanylbinap][(S)-damen], 
trans-RuCl2[(S)-xyl-6mebinap][(S)-damen], trans-RuCl2[(R)-xyl-6mebinap][(R)-damen], trans-RuCl2[(S)-xyl- 
6mebinap][(R)-damen], and trans-RuCl2[(R)-xyl-6mebinap][(S)-damen]. 

[0165] Further, in order to achieve a higher asymnnetric yield of the reaction using the rutheniunn/bidentate phosphine/ 
diamine complex as a hydrogenation catalyst, rt is preferred that the symbols of absolute configurations of an optically 
active bidentate phosphine ligand and an optically active diamine ligand are the same [for example, (R,R), [R,(R,R)], 
or the like]. However, a diamine ligand to be used does not necessarily contain any asymmetric center 
[0166] Among ketone compounds represented by the general fonnula (1), the following class of compounds may be 
mentioned as important intermediates for synthesizing medicaments which are described in WO 97/25311 and WO 
99/01431 as being very useful for treating and preventing diabetes, obesity, hyperlipidemia and the like. That is, ami- 
noketone compounds of the fonnula (1 ) wherein n Is 0 and A is CH2NR2R3; and wherein R^ represents 3-aminophenyl 
group, 3-nltrophenyl group, 3-[(benzyl)(methylsulfonyl)amlno]phenyl group, 4-chloro-3-aminophenyl group, 4-chloro- 

3- [(benzyl)(methylsulfonyl)amino]phenyl group, 4-chloro-3-nitrophenyl group, 4-bromo-3-aminophenyl group, 4-bro- 
mo-3-[(benzyl)(methylsulfonyl)amino]phenyl group, 4-bromo-3-nitrophenyl group, 4-benzyloxy-3-nitrophenyl group, 

4- benzy!oxy-3-aminophenyl group, 4-benzyloxy-3-[(benzyl)-(methylsulfonyl)amino]phenyl group, 4-benzyloxy-3-[(ben- 
zyl)(benzylsulfonyl)amlno]phenyl group, or 4-benzyloxy-3-[(hydroxy)methyl]phenyl group, preferably substituted phe- 
nyl group such as 4-chloro-3-[(benzyl)(methylsulf onyl)amlno]i3heriyl group, 4-bromo-3-[(benzyl)(methylsulf onyl)amino] 
phenyl group, 3-[(benzyl)(methylsulfonyl)amino]phenyl group or 4-benzyloxy-3-[(benzyl)(methylsulfonyl)amino]phenyl 
group; R2 is an am I no-protecting group which can be removed under'a mild condition and specifically represents an 
acyl group, such as acetyl group, propionyl group, butyryl group, pentahoyl group, hexanoyl group,trifluoroacetyl group, 
pivaloyi group, benzoyl group, 4-methoxybenzoyl group, 2,4,6-trimethylbenzoyrgroup or naphthoyi group, a carbamate 
type protecting group, such as terl-butoxycarbonyl group, benzyloxycarbonyl group, p-methoxybenzyloxycarbonyl 
group or 2,2,2-trichloroethoxycarbonyl group, or an aralkyi group such as benzyl group, p-methoxybenzyl group or p- 
nitrobenzyl group, preferably benzoyl group or benzyl group; and R^ is an ethyl group which is bonded at its end to 
the tricyclic fused ring group via an oxygen atom and specifically represerits 2-(dibenzofuran-3-yloxy)ethyl group, 
2-(dibenzothiophen-3-yloxy)ethyl group, 2-(9H-cartDazol-2-yloxy)ethyl group, 2-(1,2,3,4-tetrahydrodlbenzofuran- 

6- yloxy)ethyl group, 2-(1,2,3,4-tetrahydrodibenzothiophen-6-yloxy)ethyl group or 2-(1,2,3,4-tetrahydro-9H-carbazol- 

7- yloxy)ethyl group, preferably 2-(9H-carbazol-2-yloxy)ethyl group. With respect to the abovementioned aminoketone 
compounds, the following ruthenium/bidentate phosphine/diamine complexes are preferably used as a hydrogenation 
catalyst. Examples of such a hydrogenation catalyst include trans-RuCl2[(S)-xylbinap][(S)-damen], trans-RuCl2[(R)- 
xylbinap][(R)-damen], trans-RuCl2[(S)-xylbinap][(R)-damen], trans-RuCl2[(R)-xylbinap][{S]-damen], trans- RUCI2US)- 
xylbinap)[(S)-daipen], trans-RuCl2[(R)-xyIbinap][(R)-daipenl, trans-RuCl2[(S)-xylbinap][(R)-daipen], trans-RuClg^R)- 
xylbinap][(S)-daipen], trans-RuGl2[(S)-dmanylbinap][(S)-damen], trans-RuCl2[(R)-dmanyIbinap][(R)-damen], trans- 
RuCl2[(S)-dmanylbinap][(R)-damen], trans-RuCl2[(R)-dmanylbinap][(S)-damen], trans-RuCl2[(S)-xyl-6mebinap][(S)- 
damen],trans-RuCl2[(R)-xyl-6meblnap][(R)-damen],trans-RuCl2[(S)-xyl-6'meblnap][(R)-damen], andtrans-RuClg^R)- 
xyl-6mebinap][(S)-damen]. > . .. ,1....... V 

[0167] Particularly prefen'ed aminoketone compounds which rhay be hydrogenated with the abovementioned ruthe- 
nium/bidentate phosphine/diamine complexes as a hydrogenation catalyst may be those In which R2 Is benzyl group. 
Example thereof include: ' ' 

1- [4-benzyloxy-3-[(benzyl)(methylsulfony!)amino]phenyll-2-[[2-(dibenz6thiophen-3-yloxy)ethyl]benzylamino]eth- 
anone; 

1-[4-benzyloxy-3^(benzyl)(methylsulfonyl)amlno]phenyl]-2-i[2-(dibe'n2bfura 
anone; 

1-[4-benzyloxy-3-[(benzyl)(methylsulfonyl)amino]phenyl]-2-[[2-(9H-carbazol-2-yloxy)ethyl]benzylamlno]eth- 
anone; 

1.[4-benzyloxy-3-[(benzyl)(methylsulfonyl)amlno]phenyl]-2-[[2-(1,2,3,4-tetrahydrodibenzothiophen-6-yloxy)ethy 
benzylamino] ethanone; 

1-[4-benzytoxy-3-[(benzyl)(methylsulfonyl)amino]phenyl]-2-[[2-(1,2,3,4-tetrahydrodibenzofuran-6-yloxy)ethyl] 
benzyIamino]-ethanone; 

1-[4-benzyloxy-3-[(benzyl)(methylsulfonyl)amino]phenyl]-2-[[2-(1,2,3,4-tetrahydro-9H-cari3azol-7-yloxy)ethyl] 
benzylamlnoj-ethanone; 

1-[4-benzyloxy-3^(benzyl)(ben2ylsulfonyl)amlno]phenyl]-2-[[2-(dibenzothlophen-3-yloxy)ethyl]benzyiamino]eth- 
anone; 

1-[4-benzyloxy-3^(benzyl)(ben2ylsulfonyl)amino]phenyl]-2-[[2-(dlbenzofuran-3-yloxy)ethyl]benzylamlno]eth- 
anone; 
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H4^ben2yloxy-3^(ben2yO^ 

1-[4^^moro-3-[(benzyl)(methyIsulfonyl)aminoJphenyl]-^ 

1-[4^hloro.3-[(benzyl)(methylsulfonyl)amino]phenyl]-2-[[2-(dibenzofuran-3-ylo^^ 

- 4-ch oro-3- benzyl)(methylsulfonyl)aminolphenyl]-2.[[2-(^ 

1j4-brorT,o-3-[(benzyl)[methylsulfonyl)amino]phenyl]-2-[[2-(dibenzofuran-3-yloxy)ethyl^ 

- 4-bror.o-3- benzy (methylsulfonyl)amino]phenyl]-2-[[2-(9HK=arbazol-2.yLX^ 

1-[3|(benzyl)(methylsulfonyl)amino]phenyl]-2-[[2-(dibenzothiophen-3-ylo^^ 
j3|(benzy ) methy sulfonyl)amino]phenyl]-2^[2-(dibenzofuran.3^^^^^ 

ni'inonT^ 

-4-ben2yoxy-3-am.nophenyl)-2-[[2-(diben2ofuran-3-yloxy)ethyl]benzylamino]ethanone; 

-4-benzyoxy-3-aminophenyl)-2-[[2-(9H-carbazol-2-yloxy)-ethyl]benzylamino]ethanone 

-4-b6nzyoxy-3.aminophenyl)-2-[[2-(1,2,3.4-tetrahydrodibenzothiophen-6-yloxy)ethyl]benzylamin 

-4-benzyoxy-3-am,nophenyl)-2-[[2-(1,2,3.4-tetrahydrodibenzofuran-6.ylo4e7hyl]ben^ 

-4-benzyloxy-3-aminophenyl)-2-ff2-(1,2.3.4-tetrahydro-9H<arbazol-7-ylo^je^ 

-4-choro-3-am,nophenyl)-2-[[2-(dibenzothiophen-3-yloxy)ethyl]benzylamini^ 

-4-choro.3-am,nophenyl)-2-[[2-(dibenzofuran-3-yloxy)-ethyl]benzylamino]ethanonG; 

-4-choro-3-am,nophenyl)-2-[[2-(9H-carba2ol-2-yloxy)-ethyl]benzylamino]ethanone; 

- 4-ch oro-3-am,nophenyl)-2-[[2-(1 ,2,3,4-tetrahydrodibenzothiophen-6-yloxy)Gthyl]b;n2^ 

- 4-oh oro-3-am,nophenyl)-2-[[2-(1.2.3.4-tetmhydro^^ 

-4-chloro-3-am.nophenyl)-2-[[2.(1.2,3.44etmhydro-9H-cart,azol-7-yloxyethJ^^^ 
-4-bromo-3-ammophenyl).2-[[2-(dibenzothiophen-3-yloxy).ethyl]benzyilinoeth 
-4-bromo-3-am.nophenyl)-2-[[2-(dibenzofuran-3-yloxy)-ethyl]benzylamino]ethanone- 
-4-bromo-3-am.nophenyl)-2-[[2-(9H-carbazol-2-yloxy)-ethyl]benzylamino]ethanone; 

-4-bromo-3-am.nophenyl)-2-[[2-(1,2,3,4-tetrahydrodibenzothiophen-6-y!oxy)ethyl]benzylaminolethan^ 

-4-bromo-3-ammophenyl)-2-[[2-(1,2.3.4-tetrahydrodiben2ofuran-6.yloi)eTyl]benzyla^^ 

-4-bromo-3.am.nophenyl)-2-[[2-(1,2.3,4-tetrahydro-9H-carbazol-7-yloxy^^^^ 

- 3-am.nophenyl)-2-[[2-(dibenzothiophen-3-yloxy)elhyl]-benzylaminolethanone- 
1-3-aminophenyl)-2-[[2-(dibenzofuran-3-yloxy)ethyl]-benzylaminoJethanone- 
1-(3-aminophenyl)-2-([2-(9H-carbazol-2-yloxy)ethyl]-benzylamino]ethanone- 
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1-(3-aminophenyl)-2-[[2-(1,2,3,4-tetrahydrodibenzothiophen-6-yloxy)ethyl]benzylamino]ethanon 

1-(3-aminophenyl)-2-[[2-(1,2,3,4-tetrahydrodlbenzofuran-6-yloxy)ethyl]benzylamino]ethanon^ 

1-(3-aminophenyO-24[2-(1,2,3,44etrahydro-9HK:aii)azol-7-yloxy)ethyl]benzylamino]ethanone: 

1-(4-benzyloxy-3-nitrophenyl)-2-[[2-(dibenzothiophen-3-yloxy)ethyl]benzylammo]eth 

1-(4-benzyloxy-3-nltrophenyl)-2-[[2-(dlbenzofuran-3-yloxy)ethyl]benzylaniino]ethanone; 

1-(4-benzyloxy-3-nitrophenyl)-2-[[2-(9H-carbazol-2-y(oxy)ethyl]benzylamino]ethanone; 

1-(4-benzyloxy-3-nitrophenyl)-2-[[2-(1,2,3,4-tetrahydro-dibenzothiophen-6-yloxy)ethy!]benzyla^ 

1-(4-benzyloxy-3-nitrophenyl)-2-[[2-(1,2,3,4-tetrahydro-dibenzofuran-6-yloxy)ethyl]benzyla^ 

1-(4-benzyloxy-3-nltrophenyl)-2-[[2-(1,2,3,44etrahydr6-9H-carbaz6l-7-ylo^^ 

1-(4-chloro-3-nitrophenyl)-2-[[2-(dibenzothiophen-3-yloxy)ethyl]benzylamino]ethanone; 

1-(4-chloro-3-nitrophenyl)-2-[[2-(dibenzofuran-3-yloxy)ethyl]benzylamino]ethanone; 

1-(4K;hloro-3-nitrophenyl)-2-[[2-(9HK:ail3azol-2-yloxy)ethyl]-benzylarnino]ethanone; 

1-{4-chloro-3-nitropheny!)-2-[[2-(1 ,2,3,4-tetrahydrodiben2othiophen-6-yloxy)ethyl]ben2ylamino]ethanone; 

1-(4-chloro-3-nltrophenyl)-2-[[2-(1 ,2,3,4-tetrahydrodibenzofuran-6-yIoxy)ethyl]benzylamino]ethanone; 

1-(4-chloro-3-nitrophenyl)-2-[[2-(1 ,2,3,4-tetrahydro-9H-carbazol-7-yloxyjethyl]benzylamino]ethanone; 

1-(4-bromo-3-nitrophenyl)-2-[[2-(djbenzothiophen-3-yloxy)-ethyl]benzylamino]ethanone; 

1-(4-bromo-3-nitrophenyl)-2-[[2-(dibenzofuran-3-yloxy)-ethyl]benzyIamino]ethanone; 

1-(4-bromo-3-nitrophenyl)-2-[[2-(9H-cailDazol-2-yloxy)-ethyJ]benzylamlno]^^ 

1-(4-bromo-3-nltrophenyl)-2-[[2-(1,2,3,4-tetrahydrodibenzothiophen-6-yloxy)ethyl]benzy^ 

1-(4-bromo-3-nltrophenyl)-2-[[2-(1,2,3,4-tetrahydrodibenzofuran-6-yloxy)ethyl]benzylamin 

1-(4-bromo-3-nitrophenyl)-2-[[2-(1,2,3,4-tetrahydro-9H-carbazol-7-yloxy)ethyl]benzylamino]et^ 

1-{3-nitrophenyI)-2-[[2-(dibenzothiophen-3-yloxy]ethyl]-benzylamino]ethanone; 

1-(3-nitrophenyl)-2-[[2-(dlbenzofuran-3-yloxy)ethyl]-benzylamino]ethanone; 

1-{3-nltrophenyl)-2-[[2-(9H-cail3azol-2-yloxy)ethyl]-benzylamino]ethanone; 

1-(3-nltrophenyl)-2-[[2-(1 ,2,3,4-tetrahydrodibenzothiophen-6-yloxy)ethyl]benzylamino]ethanone; 

1-(3-nitrophenyl)-2-[[2-(1 ,2,3,4-tetrahydrodibenzofuran-6-yloxy)ethyl]benzylamino]ethanone; and 

1-(3-nitrophenyl)-2-|I2-(1,2,3,44etrahydro-9H-cartazol-7-yloxy)ethyQbenzylamino]ethanon 

and their salts with acceptable acids, such as hydrochloride^acetaterhydrblsromide and trifluoroacetate. 
[0168] Specific examples of the compounds having a benzoyl group as include: 

1-[4-benzyloxy-3^(benzyl)(methylsulfonyl)amino]phenyl]-2-[[2-(dibenzbthiophen-3-yloxy)ethyl]benzoylamino] 
ethanone; 

1-[4-benzyloxy-3-[(ben2yl)(methylsulfonyl)amlno]phenyl]-2-[[2-(dibehzbfuran-3-yloxy)ethyl]ben2oylam 
anone; ' 

1-[4-benzyloxy-3<(benzyl)(methyIsulfonyl)amino]phenyl]-2-[[2-(9H-carbazol-2-yloxy)ethyl]benzoylamino]eth- 
anone; 

1-[4-benzyloxy-3-[(benzyl)(methylsulfonyl)amino]phenyl]-2-[[2-(1,2,3,4-tetrahydrodlbenzothiophen-6-yloxy)ethyl] 
benzoylamino]ethanone; 

1'[4-benzyloxy-3-[(benzyl)(methylsulfonyl)amino]phenyl]-2^[2-(1,2,3,44etrahydrodibenzofuran-6-yloxy)eth 
benzoylaminojethanone; 

1-[4-benzyloxy-3-[(benzyl)(methylsulfonyl)amino]phenyl]-2^[2-(1,2,3,4-tetrahydro-9HK:arbazol-7-yloxy)^^ 
benzoylaminojethanone; 

1-[4-ben2yloxy-3-[(benzyl)(benzylsulfonyl)amino]phenyl]-2-[[2-(dibenzothiophen-3-yloxy)ethyl]benzoylamino]et 
anone; 

1-[4-benzyloxy-3-[(benzyl)(benzylsulfonyl)amino]pHenyl]-2-[[2-(dibenzofuran-3-yloxy)ethyl]benzoylamln^ 
anone; * " 

1-[4-benzyloxy-3-[(benzyl)(benzylsulfonyl)amino]phenyl]-2-[[2H9H-caitazd 
anone; ' -v. :: " ',. 

1-[4-benzyloxy-3-[(benzyl)(benzylsulfonyl)amino]phenyl]-2-[[2-(1,2,3,4-tetrahydrodibenzothiophen-6-yl 
benzoylaminojethanone; 

1-[4-benzyloxy-3-[(benzyl)(benzylsulfonyl)amino]phenyl]-2-[[2-(1,2,3,4-tetrahydrodibenzofuran-6-yloxy)ethyl] 
benzoyl-amino]ethanone; 

1-[4-ben2yloxy-3^(benzyl)(benzylsulfonyl)amino]phenyl]-2-[[2-(1,2,3,4-tetrahydro-9HK;a^ 
benzoylaminojethanone; 

1-[4-chloro-3-[(benzyl)(methylsulfonyl)aminoJphenylJ-2-[[2-(diben20thiophen-3-yloxy)ethyl]benzoylamino]eth- 
anone; 

1-[4-chloro-3-[(benzyl)(methylsulfonyl)aminoJphenylJ-2-[[2-(dibenzofuran-3-yIoxy)ethylJbenzoylaminoJethanone; 
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H4^b^omo-3-[(benzyl)(niethylsulfonyl)^^ 

1j3j(benzyl)(methylsulfonyl)amino]phenyl]-2-I[2-(diben2othiophen-3-yloxy)e%^^ 

j3- benzy methylsulfonyl)amino]phenyO-2-[[2-(dibenzofuran-3-yloxy)e%^ 

- 3- benzyl) m^hybulfonyl)aniino 

- 4-benzy oxy-3-am,nophenyl).2-[[2-(1 .2.3.4-tetrahydrodibenzothiophen-6-yloxy)ethyn 

-4-benzyloxy-3-aminophenyl)-2-[[2-{1,2,3,44etrahydrodibenzofuran-6-yloi)ethvlto^ 
-4-benzyloxy-3-aminophenyl).^^^^^ 

-4-choro-3-am,nophenyl)-2-[[2-(9H-cart)azol-2-yloxy)-ethyl]bGn2oylarnino]ethanone- 

-4-choro-3-am.nophenyl)-2-[[2-(1.2,3.44etrahydrodibenzofuran-6-yloi)ethy^ 
-4-chloro-3.am,nophenyl)-2-[[2-(1,2,3,4-tetrahydro-9H-carbazol-7-yloxy)ethW 
-(4-bromo-3-am,nophenyl)-2-[[2-(dibenzothiophen-3-yloxy)-ethyl]benzoyam 

-4-bromo-3.am.nophenyl).2-[[2-(1,2.3,4-tetrahydro-9H-carba2ol-7-yloxyethyl3^ 
-3-ammophenyl)-2-[[2-(dib6nzothiophen-3-yloxy]ethyl]-benzoylamiL]ethanone ^^^^^^ ■ 

1-3-aminophenyl)-2-[[2-(diben2ofuran-3-yloxy)ethyl]^)enzoylamino]ethanone' 
-3-am|nophenyl)-2-([2-(9H-carbazol-2-yloxy)ethyl]-ben2oylamino]ethanone' 
-3-aminophenyl)-2-[[2-(1,2.3,4-tetrahydrodibenzothiophen-6-yloxy)ethyl]ben2oylaminolethanone- 

- 3-am,nophenyl)-2^[2-(1 ,2,3,4-tetrahydro-9H^arbazol-7-yloxy)ethyllben2oylamino ethanon^ 

-4-ben2yoxy-3-n,trophenyl)-2-[[2-{dibenzofuran-3-yloxy)ethyl]ben2oylaminolethanone 

oenzyioxy J nitrophenyl)-2-[[2-(1 .2,3,4-tetrahydrodibenzofuran-6-yloxy)ethyl]benzovlaminolethanone- 
-4^benzyloxy-3-n,t|ophGnyl)-2-[[2-(1.2,3,4-tetrahydro-^ 

1-(4-chloro-3.n.trophenyl)-2-[[2-(dibenzofuran-3-yloxy)ethyl]ben2oylamino]ethanone- 
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1-(4-chloro-3-nitrophDnyl)-2-[[2-(9HKjarbazol-2-ylo5<y)ethyl]benzoylamino]ethanone; 

1-(4-chloro-3-nitrophenyl)-2-[[2'(1,2,3,4-tetrahydrodibenzothiopheri-6-yloxy)ethyl]benzoylam 

1-(4-chloro-3-nltrophenyl)-2-[[2-(1,2,3,44etrahydrodlbenzofurah-6Tyldxy)et 

1-(4-chIoro-3-nitrophenyl)-2-[[2-(1 ,2,3,44etrahydro-9H-cailDazol-7-yloxyjethyl]benzoylamlno]ethanone; 
5 1-(4-bromo-3-nitrophenyl)-2-[I2-(dibenzothiophen-3-yloxy)-ethyl]benzoylamino]ethanone; 

1-(4-bromo-3-nitrophenyl)-2-[[2-(dibenzofuran-3-y!oxy)-ethyllbenzoylamino]ethanone; 

1-(4-bromo-3-nitrophenyl)-2-[[2-(9H-carba20l-2-yloxy)-ethyl]benzoyIamino]ethanone; 

1-(4-bromo-3-nitrophenyl)-2-|I2-(1,2,3,4-tetrahydrodibenzothtophen-6-ylbxy)ethyl]benzoyl^ 

1-(4-bromo-3-nitrophenyl)-2-[[2-(1 ,2,3,4-tetrahydrodlbenzofuran-6-y]oxy)ethyl]benzoylamino]ethanone; 
10 1-(4-bromo-3-nitrophenyl)-2-II2-(1,2,3,44etrahydro-9H-carbazol-7-yloxy)ethyl]benzoylamino]e^ 

1-(3-nltrophenyl)-2-[[2-(dibenzothiophen-3-yloxy)ethyl]-benzoylamino]ethanone; 

1-(3-nitrophenyl)-2-[[2-(dibenzofuran-3-yloxy)ethyl]-benzoylamino]ethanone; 

1-(3-nitrophenyl)-2-[[2-(9H-carbazol-2-yloxy)ethyl]-benzoylammo]ethanone; 

1-(3-nltrophenyl)-2-[[2-(1.2,3,4-tetrahydrodibenzothiophen-6-yloxy)ethyObenzoylam 
IS 1 -(3-nltrophenyl)-2-[[2-(1 ,2,3,4-tetrahydrodibenzofuran-6-y!oxy)ethyl]benzoylamino]ethanone; and 

1-(3-nitrophenyl)-2-[[2-(1,2,3,4-tetrahydro-9H-cart)azol-7-yloxy)ethyl]benzoylamino]ethanon 

[0169] The amount of a mthenium/bidentate phosphine/diamine complex represented by the general fonnula (2) to 
be used as an asymmetric hydrogenation catalyst or an asymmetric hydrogenation catalyst precursor can vary de- 
20 pending on the type of a reactor used and/or the cost, and may range from 1/1 ,000 to 1/3,000,000 mo! for 1 mo! of the 
ketone compound which is a reaction substrate. More preferred practical amount may range from 1/10,000 to 
1/3,000,000 mol for 1 mol of the ketone compound. . 

[0170] When X and Y of the ruthenium complex each are hydrbgen, the.kkone compound may be hydrogenated by 
mixing the ketone compound with the ruthenium complex without adding a base; and stirring the resulting mixture 

25 under a pressurized hydrogen atmosphere. When the ketone compound is used in a large excess amount with respect 
to the catalyst, adding a base may be preferred. On the other hand, when X and Y each are a group other than hydrogen, 
the ketone compound may be more effectively hydrogenated by previously converting the ruthenium complex into its 
activated hydride fonn by stirring the ruthenium complex in 2-propan6l in the presence of a base such as potassium 
tert-butoxide at 60*'C for 30 minutes; and then mixing the activated hydride fomri with the ketone compound followed 

30 by pressurizing with hydrogen. The amount of the base to be added ranges from 0.5 to 100 equivalents, preferably 
from 2 to 40 equivalents for the diamine/bidentate phosphine/ruthenium complex, when the substrate, ketone com- 
pound is a neutral or basic compound. Further, when the substrate, ketone compound is in the fonn of a salt with an 
acidic material such as mineral or organic acid, or has a very weak acidic functional group in the molecule, the base 
is preferably added in a total amount of a sufficient amount for neutralizing the salt or acidic group and additionally an 

35 amount of from 0.5 to 1 00 equivalents, preferably from 2 to 40 equivalents with respect to the diamine/bidentate phos- 
phine/ruthenium complex. In particular, when an a-aminoketone compound is selected as the reaction substrate, it is 
preferably subjected to the process in the fonn of hydrochloride salt in view of the stability of the substrate per se. 
Using the base in an amount of from 1 .01 to 1 .2 mol for 1 mol of the a-aminoketone derivative monohydrochloride may 
be mentioned as the most preferred example. 

40 [0171] Examples of the base include alkali metal salts and alkaline earth rnetal salts, such as KOH, K2CO3, KOCH3, 
KOCH(CH3)2, KOC(CH3)3, KC^oHs. NaOH, NaaCOa, NaOCHg, NaOCH(CH3)2, NaOC(CH3)3, LiOH, LiOCH3. LiOCH 
(CH3)2 and LiO(CH3)3, with K2CO3, KOCH(CH3)2, KOC(CH3)3. Na2C03, NaOCH(CH3)2 and NaOC(CH3)3 being pre- 
ferred. Any material other than the base may be used as long as the material can afford the diamine/bidentate phosphine 
ruthenium hydride fomi. Examples of the material include hydrogen, a metal hydride (such as sodium borohydride or 

45 lithium aluminium hydride) and an organometallic conipound (such as methylmagnesium bromide, ethylmagnesium 
bromide, propylmagneslum bromide, methyllithium, ethyllithlum or propyllithium). 

[0172] Any solvent may be used as long as it can solubilize the raw materials of the reaction and the catalyst system. 
However, the solvent is not necessarily required to completely dissolve the r^aw materials. For example, aromatic hy- 
drocari3on solvent (such as toluene or xylene), aliphatic hydrocarbon solvent (such as pentane or hexane), halogen- 

50 containing hydrocartaon solvent (such as dichloromethane), ether type solvent (such as diethyl ether or tetrahydro- 
furan), alcohol type solvent (such as methanol, ethanol, 2-propanol, butanol, or tert-butanol), or heteroatom -containing 
organic solvent (such as acetonitrile, DMF, DMA, NM P, or DMSO) may be used. Alcohol type solvents may be preferably 
used, since the reaction products to be obtained are alcohol compounds. Most preferably, 2-propanol or tert-butanol 
may be used. When the reaction substrate is difficult to be dissolved in the solvent, a mixed solvent comprising solvents 

55 suitably selected from a variety of solvents mentioned above may be used. Preferred examples of the mixed solvent 
system include 2-propanol/DMF (from 4/1 to 1/4), 2-propanol/DMA(from 4/1 to 1/4), tert-butanol/DMF(from 4/1 to 1/4), 
and tert-butanol/DMA (from 4/1 to 1/4). The amount of the solvent is selected depending on the solubility of the reaction 
substrate and the cost. For example, when 2-propanol is used, a certain substrate may be subjected to the reaction 
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[0175] That is, when A of the general fonnula (3) is CH^NRaRS as indicated In the reaction scheme (15): 



OH 

R 

[15-aJ 



I ' ' Hydrofysis or OH 

j^xk. , - ^ Hydrogenolysis I 

: * (CH,)„CH..NrV . R'-^(CHa)nCH.-NHR' (15) 



[15-b] 



wherein R1 , n, R2 and R3 are as defined above, provided that R2 and R3 arp nnt hnnH»w .u 

aminoalcohols discfosed in WO 1 and ^^9^01^^^^^^^^^ Tj^.^" 'TT '"^^"^^'^^^^ synthesizing «- 
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the reaction may be preferably carried out at temperatures ranging from -1 CC to 50° C, particularly at room temperature, 
for example, for from 3 to 10 hours. When the group contains a halogen, the deprotecting process is carried out 
according to the process described in the literatures (M. Koreeda, et aL, J. Q.'C , 49, p2081 (1984) and S. Gubert, et 
a!.. Synthesis. 4, p318 (1991)), 

[0177] The tert-butoxycarbonyl(Boc) group may be removed by reacting the corresponding protected amine com- 
pound with a known mineral acid or Lewis acid. Prefen-ed example's of the known mineral acid and Lewis acid include 
hydrochloric acid, hydrobromic acid, sulfuric acid, acetic acid, trifluoroacetic acid, aluminium chloride, bromotrimeth- 
ylsilane and iodotrlmethylsilane, with hydrochloric acid being preferred. The amount of the mineral acid or Lewis acid 
to be added can generally vary from about the same molar amount to a solvent amount with respect to the protected 
amine. This reaction can be carried out in a solvent. However, this reaction may also be preferably carried out using 
the above acid as a solvent. Examples of the solvent include a lower alcohol such as methanol, ethanol or n-propanol, 
1,4-dloxane, tetrahydrofuran, acetonitrile and dichloromethane, with methanol and ethanol being preferred. Generally, 
this reaction is preferably earned out at temperatures ranging from about -30''C to about 1 0O^'C, particularly from about 
0**C to about 30**C, for example, for 1 to 10 hours. The benzyloxycarbonyl group (Cbz group) may be removed by the 
same method with that for removing the benzyl group. 

[0178] The amino-protecting groups may be sequentially or simultaneously removed. For example, when R2 is a 
benzyloxycarbonyl or benzyl group and R** is a benzyl-containing group, they can be removed under the same reaction 
condition and are preferably simultaneously removed. When R^ is a tert-butoxycarbonyl or benzoyl group and R1 is a 
benzyl-containing group, they are removed by sequential st^ps 'comprising, for example, the first removal of the tert- 
butoxycarbonyl or benzoyl group as R2 followed by the removal of the benzyl group In RV The order of the removals 
is not limited to the above and is preferably selected depending on the physical properties and the like of the compound 
to be deprotected. The condition for removing each protecting group is as set fprth above. In addition, these deprotec- 
tions can be earned out with reference to the teachings of WO 97/25311 . 

[0179] Further, when A of the general fonnula (3) is CH2OSIR5R6R7, as indicated in the reaction scheme (1 6): 



OH 



I F or H I 
^^%^(CH2)nCH2-OSiRVR^ — ► r'^^( 

Cl6-a] [16-b] 



R^--.-(CH2)nCH2-OSiRVR^ ^ R'<^(CH2)nCH2-OH (16) 



wherein R^ RS, R6, r7 and n are as defined above, and * represents an asymmetric carbon atom, an optically active 
diol [1 6-b] may be synthesized by subjecting an optically active secondary alcohol having an oxygenic functional group 
[16-a] to a deprotecting reaction to remove the silyl group. For example, the silyl group may be removed by the con- 
ventional process, for example, described in the literature accepted jn the art (Greene, T W., et al.. Protective Groups 
in Organic Synthesis (Wiley-lnterscience Publication)). Specifically, the process may be a process comprising selec- 
tively removing the silyl group using a fluoride anion-containing reagent, such as tetrabutylammonium fluoride. 
[0180] Further, when A of the general fonnula (3) is CH(OP''5)2, as indicated in the reaction scheme (17): 



T ^OR" H3O* " 



OR' 

Cl7-a] Cl7-b] 



wherein R^ n and R'^s are as defined above, and * represents an asymmetric carbon atom, an aldehyde group-con- 
taining optically active secondary alcohol [17-b] may be synthesized by subjecting a ketal group-containing optically 
active secondary alcohol [17-a] to a process for deprotecting such a ketal group. The ketal group may be removed by 
the conventional method, for example, described in the literature accepted in the art (Greene, T W., et al.. Protective 
Groups in Organic Synthesis (Wiley-lnterscience Publication)). 
[0181] Further, as indicated in the reaction scheme (18): 
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10 



15 



25 



30 



35 



?" OH 
H or H2 r 

R ♦ (CH.)„CHO ^ R'-^(CHe)nCH.-OH (,8> 



[17-b] 



Cl6-b] 



[01 82] Further, as indicated in the reaction scheme (1 9): 



20 OH H2NR' 



j - un 
R ♦^teH.)nCHO C^i ^ 1^ R"^(CHa)nCH2-NHR' (19) 



£l7-b] 

H2O 



[15-b] 



H NR3 wK B3 '°7/"^' ^'^^^""^ ^" '""'"^ '=°'"P°""'^ « P"'"«'y a-^'ne compound [S-al Represented bv 
[0183] Further, as indicated in the reaction scheme (20): 



40 R 



45 



50 



55 



9" OH HaNR^ [6-a] or 
(CH2)nCH2-OH *^(CH2)nCH2-B^ 



[»6-b] £20-a] 



OH 



R' * (CH2)nCH2-NHR' or R'-^WHzjnCHj-NRV 
[t5-b] [20-b] 



^20) 
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10 



15 



25 



sulfonate by a reaction with methanesulfonyl chloride or p-toluenesulfonyl chloride in an amount of from 1 .0 to 1 .1 mol 
for 1 mol of the hydroxy I group in the presence of a base catalyst such as pyridine. NaHCOa or KgCOg catalyst. Further, 
this sulfonate may be replaced with halogen by a reaction with NaBr, Nal or the like. Further, the primary hydroxy! 
group may be directly converted Into halogen by a reaction with from 1 .0 to 1 .1 mol of carbon tetrabromlde, N-bromo- 
succinimide or the like In the presence of 1 .5 mol of triphenylphosphlne for 1 mol of the primary hydroxy! group under 
a mild neutral condition. 

[0184] Further, as indicated In the reaction scheme (21): 



HzNR^ [6-a] or 

OH OH ^0 , , 



[21 -a] [21-b] [21-c] 

OH OH 

20 _i-<S^^NHR' „ ^NrV 



(21) 



W *^ or 
[21 -d] [21 -e] 



wherein R2 and are as defined above; provided that B2 represents a leaving group, and R2 is other than acyl 
group and alkyloxycarbonyl group; and * represents an asymmetric carbon atom, an a-amino group-containing optically 
active secondary alcohol [21 -d] or [21 -e] may be obtained from. ah optically active diol [16-b] wherein n is 0 while 
maintaining the stereochemistry of *. That is, [21 -d] or [21 -e] rhay be obtained by subjecting the primary hydroxyl group 

30 to a conventional reaction for converting such a primary hydroxyl group into the leaving group to yield the corre- 
sponding optically active secondary alcohol having the leaving group [21 -b]; converting the obtained alcohol [21 -b] 
into the corresponding optically active epoxy compound [21 -c] by a cyclization reaction in the presence of a conventional 
acid scavenger while maintaining the stereochemistry of *; and subjecting the optically active epoxy compound [21 -c] 
to an epoxy ring-opening reaction with a primary amine compound [6-a] or with a secondary amine compound [4-b] to 

35 yield the a-amino group-containing optically active secondary alcohol [21 -d] or [21 -e] In which the stereochemistry of 
* is maintained. 

Examples 

40 [0185] The following examples further illustrate the processes of the present invention but are not intended to limit 
it in anyway. In the examples set forth below, all the reactions were carried out under an atmosphere of inert gas, such 
as argon gas or nitrogen gas unless othenvise specifically mentioned. In the reactions, dehydrated and degassed 
solvents were used. The ketone compound-hydrogenating reactions were carried out under a pressurized hydrogen 
atmosphere in an autoclave. The detemnlnation of nuclear magnetic resonance spectrum (NMR) was earned out using 

45 GSX-270 (mfd. by NIHON DENSHI; ^H-NMR, 270 MHz; i^C-NMR, 67 5 MHz), JMN-GX 500 (mfd. by NIHON 
DENSHI; ^H-NMR.SOO MHz; ^^C-NMR, 125 MHz; 31P-NMR, 202 MHz), a-400 (mfd. by NIHON BUNKO; ^H-NMR,400 
MHz; 13C-NMR, 100 MHz; 3^P-NMR. 161 .6 MHz), or Gemini-300 (rhfd. by Varian; ^H-NMP. 300 MHz). Chemical shift, 
which is indicated herein in 6(ppm), was determined using tetramethylsilane (TMS) as the internal standard for '•H-NMR 
or '•3C-NMR where the signal from the proton or carbon was defined as 5=0*. S'lP-NMR was measured using a 10% 

50 solution of phosphoric acid in heavy water where the signal therefrom was defined as 5=0. Coupling constant is Indicated 
herein in J(Hz). The splitting patterns are Indicated using the following abbreviations: s (singlet), d (doublet), t (triplet), 
q (quartet), m (multiplet), and br (broad). Mass spectrum (MS) was determined by the fast atom bombardment mass 
spectrometry (FAB-MS) with JE0L-JMS-SX1 02. Specific rotation [aJo was measured using P-1 01 0-GT (mfd. by NIHON 
BUNKO) with the solvent specifically mentioned herein and a cell (6 mmf x 5 cm). Gas chromatography analysis was 

55 carried out using Type 6890 (mfd. by HEWLETT PACKARD) with capillary column and helium pressure specifically 
mentioned herein and detection was carried out using FID. High perfomnance liquid chromatography measurement 
was carried out using Type PU-980 pump (mfd. by NIHON BUNKO) and Type UV-970 UV detector (mfd. by NIHON 
BUNKO) with column, solvent, flow rate and UV detecting wave length each specifically mentioned herein. Silica gel 
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!S^!\^!7llI°,'?ff ^I!'!^^//'-^^ ^"""^ P^«P«^^«^« thin layer chromatography (PTLC) used were Kleselgel 60 
F254 Art. 1 .057 9 (mfd. by Merck; thickness 0.25 mm) and Art. 1 .0571 5 (mfd. by Merck; thickness 0.25 mm) respei^ively. 
Preparative column chromatography used was Kleselgel 60 (mfd. by Merck; 230-400 mesh). Argon gas used was a 
purrfied argon gas obtained by passing a standard argon gas (purity 99%) through a column which had been load with 

MrpS^f^Moi "^^'^ ^ •^y<^^°9«" (purity 99.99999%) manufactured 

by NIPPON SANSO. Toluene used was a toluene preserved in a Schlenk tube which had been obtained by distillation 
from sodium-benzophenone ketyl under an argon atmosphere. N.N-Dimethylformamlde (DMF) and N N-dlmethvla- 
cetamide (DMA) used were those preserved in Schlenk tubes respectively which had been obtained by distillatton from 
calcium hydride under an argon atmosphere, unless otherwise specifically mentioned. Tetrahydrofuran fTHF) used 
was a tetrahydrofuran freshly obtained by distillation from sodium-benzophenone ketyl under an argon atmosphere 
with a distillation column. 2-Propanol and dichloromethane used were those freshly obtained respectively by distillation 
from calcium hydride under a nitrogen atmosphere with a distillation column. 

Example 1 

Synthesis o f trans-RuClor(S)-xvlblnapir(S)-daipen1 (Complex (S.S)-1) 

[0186] [RuCl2(benzene)]2 (261 mg, 0.522 mmol; mfd. by Aldrich) and (S)-Xyl-BINAP (805 mg. 1 .1 0 mmol' synthe- 
sized by the process disclosed in JP-B-07-6B2609) were measured into a 75 mL Schlenk type reaction tube equipped 
with a teflon-coated stirrer. After air in the tube was reduced evacuated, argon was then introduced DMF (2 mL) was 
added with a syringe and the resulting mixture was heated on an oil bath at 1 00°C under an argon atmosphere for 1 0 
minutes. The reaction solution was allowed to cool down to room temperature and DMF was then distilled off under 
reduced pressure (1 mmHg). To the thus obtained dark reddish-brown RuCl2[(S]-xylbinap](dmf)n (S)-DAIPEN (414 
mg. 1 .32 mmol; mfd. by KANTO KAGAKU) and dichloromethane (2 mL) were added under an argon stream followed 
by stirnng at 25°C for 30 minutes. To a green crude product obtained by distilling dichloromethane off under reduced 
pressure (1 mmHg). hexane (5 mL) was added. The resulting yellow product was dissolved as much as possible and 
the green impurity was removed by suction filtration. The yellow solution obtained by the suction filtration was concen- 
trated until the complex was deposited. As a result, a solid was obtained. 

[0187] This procedure was repeated twice. The thus obtained solids were collected by filtration and dried under 
reduced pressure (1 mmHg) to give Complex (S.S)-I (803 mg, 0.658 mmol; yield 63%) as a yellow crystal 
1H-NMR (400 MHz. C^De) 5 0.06 (d, 3H. J=6.6). 0.61 (d, 3H, J=6.8), 1 .74 (s, 6H), 1 .75 (included in the peate at 5 1 .74 
1H 1^3^ 5 90-9 00(m ^^^^^ 1H).3.00(m, 1H), 3.19 (s, 3H), 3.38 (s. 3H), 3.80 (m. 1H).4.40(m. 1H),5.09(d, 
31P-NMR (202 MHz. CDCI3) 8 44.1 (d. J=36.4), 46.7 (d. J=36.4). 
Example 2 

Synthesis of trans-RuCIJ(S)xvlbinapir(S.S)-dpen1. (Complex (S.SS)-2> 

[0188] The title compound was synthesized using [RuCl2(benzene)]2 (261 mg. 0.522 mmol). (S)-Xyl-BINAP(805 mq 
1^10 mmol) and (S,S)-DPEN (279 mg, 1.32 mmol; mfd. by KANKYO KAGAKU CENTER) according to the procedure 
of Example 1 , with the exception that the crude product was dissolved in a dichloromethane/diethyl ether solution (3 
mL; volume ratio 1/2) and the resulting solution was passed through a column charged with silica gel (1 0 g) to remove 
impurities. The yellow solution obtained as a fon^ier fraction was concentrated until the complex was deposited The 
resulting solid was collected by filtration and dried under reduced pressure (1 mmHg) to give Complex (S SS)-2'(782 
mg. 0.699 mmol; yield 67%) as a yellow crystal k i ■ i^^y/o^ 

Example 3 

Synthesis of trans-RuCIJfS)- xvlbinapirfS.S)-cvclohexanedlamlne] (Complex (S.SSl-3^ 

^°^^IK7*'^ compound was synthesized using [RuCl2(benzene)l2 (130 mg, 0,261 mmol). (S)-Xyl-BINAP (403 
mg, 0^548 mniol) and (S.S)-1 .2-cyclohexanediamine (75 mg. 0.657 mmol; mfd. by Wako Pure Chemical Industries) 
according to the procedure of Example 1 . with exception that the crude product was dissolved In a dichloromethane/ 
diethyl ether solution (5 mL; volume ratio 1/2) and the resulting solution was passed through a column charged with 
silica gel (5 g) to remove impurities. The brown solution obtain ed as a fomier fraction was concentrated until the complex 
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was deposited. The resulting solid was collected filtration and dried under reduced pressure (1 mmHg) to give Complex 
(S,SS)-3 (480 mg, 0.470 mmol; yield 90%) as a yellow crystal. 

^H-NMP (400 MHz. CgDe) 50.50 (nn, 4H), 1.00 (m, 2H), 1.10 (m. 2H), 1.80 (s, 12H), 2.10 (m, 2H), 2.18 (s, 12H), 2.70 
(m. 2H). 3.00 (br-d, 2H, J=8.6). 5.90-9.0 (m, 24H); 
(202 MHz. CDCta) 644.7. 

Example 4 

Synthesis of trans-RuCl9[(S)-xylbinap][(S)-damen] (Complex (S,S)-4) 



[0190] The title compound was synthesized from [RuCl2(benzene)]2 (25.5 mg, 0.05 mmol), (S)-Xyl-BINAP (73.49 
mg. 0,10 mmol) and (S)-DAMEN (31 .5 mg, 0.11 mmol; synthesized according to the process described in the literature: 
Burrows 0. J., et al., Tetrahedron Letters, 34(12). pp. 1905-1908 (1993)). with the exception that the crude product 
was dissolved In a dichloromethane/diethyl ether solution (5 mL; volume ratio 1 :2) and the resulting solution was passed 
through a column charged with silica gel (5 g) to remove Impurities. The brown solution obtained as an advance product 
was concentrated until the complex was deposited. The resulting solid was collected by filtration and dried under 
reduced pressure (1 mmHg) to give trans- RuCl2[(S)-xyIbinap][(S)-damen] (78.7 mg, 0.066 mmol; yield 66%) as a yellow 
crystal. 

1H -NMR (400 MHz, GDCI3) 5 0.68 (d. 3H. J=6.8). 1.74 (s. 6H). 1.75 (s. 6H). 2.08 (s, 6H), 2.30 (s, 6H). 2.65 (m. 1H). 
20 2.74 (m, 1H), 3.39 (m, 1H), 3.75 (s, 3H), 3.83 (s. 3H). 4.05 (m. 1H), 4.80 (br. 1H), 5.88 (d. 2H, J=9.5), 6.06 (t, 2H, 
J=8.3), 6.60-7.80 (m, 26H). 8.30 (m, 2H); 

31P-NMR (1 61 .6 MHz. CDCI3) 8 43.4 (d, J=36.9). 44.0 (d, J=36.9).' 

[0191] Examples of ruthenlum/bidentate phosphine/diamlne complex which may be synthesized according to the 
procedure of Example 1 are indicated as the general fomaula (22). 
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Example of Ru Complex: 
[0192] 



pCHa 



10 



15 



20 




OCH3 



K Ar - C6H3 3,5-(CH3)2 . R - CH3 ) ( Ar = C6H4-4-CH3 ; R = CH(CH3)2 ) 

K Ar - G6H3 3.5-(CH3)2 ; R = CH(CH3)2 ) ( Ar = C6H4H-CH3 ; R = CH3 ) 



25 



30 



35 



40 



(22) 




fra/75-RuCl2[(R)-xylhinap][(R.R>-dpenl 
( Ar = C6H3-3.5-(CH3)2 ) 

tr3/7s-RuCl2KRKolbinap][(R,R)-dpcnl 
(Ar=C6H4-4-CH3) 
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Example 5 

Asymmetrichydrogenation of S-dimethvlaminopropiophenone 
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reducing/argon-introducing procedure to the solution with stirring. A hydrogen cylinder was connected to the autoclave 
using a hydrogen-feeding pipe and the atmosphere within the feeding pipe was replaced with hydrogen gas (2 atm) 
five times. After the pressure in the autoclave was increased to 5 atm, the hydrogen gas was carefully discharged until 
the pressure was lowered to 2 atm. This procedure was repeated seven times. The pressure of hydrogen gas was 

s then Increased to 8 atm, followed by vigorous stirring at 25°C for 5 hours. After the reaction was completed, the thus 
obtained solution was concentrated under reduced pressure to give (R)-1-phenyl-3-dlmethylaminopropan-1-ol 
(97.5%ee; yield 96% as measured by ""H-NMR using methyl propionate as the internal standard). 
[0195] The obtained product was subjected to an abbreviated distillation treatment with Kugel Rohr to give (R)> 
1-phenyi-3-dimethyiaminopropan-1-ot (9.84 g, yield 93%, purity 98%) as a colorless oil. 

10 iH-NMR (500 MHz, CDCI3) 5 1 .76-1 .87 (m, 2H), 2.30 (s, 6H), 2.45-2.49 (m, 2H), 2.63-2.49 (m, 2H), 4.93 (dd, 1 H, J=7.8, 
3.9). 6.86 (s, 1H), 7.22-7.42 (m, 5H); 

13C-NMR (125 MHz, CDCI3) 534,5, 45.3, 58.5, 75.8, 125.6, 126.8, 128.2, .146.1 . 
The enantiomer excess was detennined by means of HPLC analysis. 

IS Chiral Column: CHIRALCEL OD (4.6 mm ID X 250 mm; mfd. by balcel); 

Mobile phase: hexane/2-propanol (9/1); 

Column temperature: 30*'G; 

UV wave length: 254 nm; 

Flow rate: 0.5 mLVmin; 
so Retention time: 

(R)-1-phenyl-3-dimethylaminopropan-1-ol: 12.5min (96,75%) 
(S)-1-phenyI-3-dimethylaminopropan-1-ol: 16.2 min (1.25%). 

25 The absolute structure was determined as R-form by comparing the specific rotation with the known specific rotation 
disclosed in the following reference. 

Actual measurement value: [a] ^q=+32.0 (c=1 .695, CH3OH) 
Literature data of R-fomi: [a]D=+27.6 (c=1 .61 , CH3OH) 
30 Reference: Andrisano, R.; Angeloni, A. S.; Marzocchi, S., Tetrahedron, 1973, 29, pp. 913-916. 

Comparative Example 1 

[0196] The procedure of this comparative example is different from that of Example 5. This comparative example 
35 was carried out by a procedure comprising no step of previously preparing ah activated catalyst species using a base 
and Complex (S,S)-1 which is a catalyst precursor. In this case, the decomposition of 3-dlmethylamino-proplophenone 
took precedence over its hydrogenation. Both purity and yield of the thus obtained (R)-1-phenyl-3-dimethylaminopro- 
pan-1-ol in the asymmetrically reduced form were lowered. The said comparative example will be described in more 
detail. 

40 [0197] Complex (S,S)-1 (1 .5 mg, 1 .25 p.mol) was measured into a 100 mL glass autoclave equipped with a teflon- 
coated stirrer. After air in the autoclave was evacuated, argon was then introduced. 3-Dlmethylaminopropiophenone 
(443 mg, 2.5 mmol), 2-propanoI (2.5 mL), and a solution of potassium tert-butoxide in 2-methyl-2-propanol (1.0 M 
solution, 25 mL, 25 mmol; mfd. by Aldrlch) which had been previously degassed by argon-bubbling, were added with 
a syringe under an argon stream. The thus obtained solution was degassed by applying five times the pressure-re- 

45 ducing/argon-introducing procedure to the solution with stirring. 

[0198] A hydrogen cylinder was connected to the autoclave using a hydrogen-feeding pipe and the atmosphere 
within the feeding pipe was replaced with hydrogen gas (2 atm) five times. After the pressure in the autoclave was 
increased to 5 atm, the hydrogen gas was carefully discharged until the pressure was lowered to 2 atm. This procedure 
was repeated seven times. The pressure of hydrogen gas was then increased to 8 atm, followed by vigorous stirring 

50 at 25*'C for 3 hours. After the reaction solution was concentrated under reduced pressure, the residue was subjected 
to a silica gel column chromatography treatment (silica gel 20. g; solvent: dichloromethane) to give (R)-l-phenyl- 
3-dimethylaminopropan-1-ol (102 mg, 0.6 mmol, yield 24%, 97%ee). * 

[0199] Therefore, the most preferred example of the present invention is ^ process according to the procedure of 
Example 5 comprising previously activating a catalyst by reactirig a complex with a base at 60**C for 30 minutes or 
55 more, and then conducting hydrogenation of a substrate by adding the substrate and pressurizing with hydrogen. In 
the following, Examples 6 to 24, Example 26 and Example 28 were carried but according to the procedure of Example 5. 
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Example 6 

Asymmetric hydroqenation of 2-dimethvlaminoa c etophenone flntermediate 7: free-form) 

[0200] Complex (R,R-1 ) (6.1 mg, 5 Kmol; synthesized using R-fomi llgands according to the procedure of Example 
1) was measured into a 1 00 mL glass autoclave equipped with a teflon^oated stirrer An asymmTric h^SZon 

cbtamedbyneutrahzmgahydrobromldesaltoflntemiediate/withaO.INpotassiumhydroxidesolutk^ andex^ Lctina 
the thus neutralized material with diethyl ether followed by drying treatment under reduced pressure) a 1 0 mToIu on 
T'"": ^-methyl-a-propanol (100 ^L, 0.1 mmol; mfd. by Aldrich) and 2-propLo (10 mL Sh 
hT"^ ""k!' ^ atmosphere at 8 atm at 25»C for 12 hours. The resulting reaction r^ixture was then 

?X"i.r.ryre^5^ri~r^"^ («)-i-p-y.-2-dime.y.a„::r;o" 

^H-NMR (400 MHz, CDCI3) 6 2.31-2.51 (m, 8H). 4.69 (dd. 1H. J=10.8, 3.2), 7.25-7.39 (m 5H) 
l:sZlT.Zo^^^^ "''^ ^"^'^^''^ '^'^''^'^ the 

Chiral Column: CHIRALCEL OD (4.6 mm ID X 250 mm; mfd. by Daicel); 

Mobile phase: hexane/2-propanol (49/1); 

Column temperature: 40'*C; 

UV wave length: 254 nm; 

Flow rate: 0.3 mL/mIn; 

Retention time: 

Benzoate of (S)-1-phenyl-2-djmethylaminoethanol: 16.0 min (3.3%) 
Benzoate of (R)-1-phenyl-2-dimethylamlnoethanol: 18.2 mln (96.7%) 

If ^Rf^nl?nwfp^''^H? ""'"'"^k""' ""'"^ by comparing the specific rotation with the known specific rotation 
of (R)-1 -phenyl-2-dimethylaminoethanol hydrochloride disclosed in the following reference. 

Actual measurement value: [aFj5=-64.0 (c=0.635. CgHgOH) 
Example 7 

Asymmetric hydroqenation of dlmethylaminoacetone 

K«l „^°'"P'®!'."^'f^)-V(^5mg, 1.25 nmol; synthesized using R-fonn ligands according to the procedure of Example 
1) was measured into a 100 mL glass autoclave equipped with a teflon-coated stirrer. An asymmetric hydroqertton 

aS" « 1 n7"^T'f '"'"^'"^ ' '^"^^'^'^ "^'"9 ^^""ethylaminoacetone (253'mal^ lo?m f bj 
Aldrich), a 1^0 M solution of potassium tert-butoxide in 2-methyl-2-prDpanol (20 ^L. 20 Vnoi; mfd by Aid rich) and 
2-propano (2.5 mL) with vigorous stirring under a hydrogen atmosphere at 8 atm at 25»C fo^h^uTs After the reac«o^ 
was completed, the thus obtained solution was diluted with ether, and a 1.0 M solution of hydmgen chMde retS 

dTmethvTamiL'^'' "'T^ "^""'"^ '^'^^^^ — '-^^^ under reZS p ^suJe o 

u M»!L^i '"""ohydrochloride. The yield was 99% as measured by iH-NMR analysis 

Sfi J°t* 1-dimethylamino-2-propanol monohydrochloride were added dichloromethane (1 0 mLl 

SlTfh ^"'^ ''y*°'''<^« (120 mg, 3 mmol; mfd. by Nacalai Tesque). The resuTt^g m.xt re wa^ 

iH-NMR (400 MHz, CDCI3) 6 1 .13 (d. 3H, J=6.4). 2.12-2.27 (m. 8H), 3.77-3.80 (m 1 H) 

The enantiomer excess was detemilned based on the area ratio of the methlne proton at 2-position accordinq to 

NMRanalysisusingashift reagent. The measurementwascarriedoutusingl-dimethyJnoSp^^^^^^^ 

mmol) and europium trist3-heptafluoropropylhydroxymethylene-(.)-camphorate] (20o' mTo 1 7 lol i Cdc^^^ ThI 
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absolute structure was determined as S-form by comparing the specific rotation with the known specific rotation of (R)- 
1 -dimethylamino-2-propanol disclosed in the following reference. 

Actual measurement value: [a] 27p=+21 .1 (c=1 .006, 'CH3OH); 
5 Literature data of R-form: [a]D=-23.7 (c=1 .11 CH3OH); 

[a]D reference: Tomita, L. D.; Klabunovskii, E. I.; Petrov, Yu. I.; Kretova, L. A.; Kholdyakov, N. I.; Antonova, T. A.; 
Cherkasova, E. M., Bull. Acad. Sci. USSR. Div. Chem, Sci. (Engl. Transl.), 1971 , 20, p. 2063. 

10 Example 8 



Asymmetric hydrogenatlon of 2^(methyl) (phenyl)amino]acetone (Intennediate 8) 

[0203] Complex (R,R-1) (1 .5 mg, 1 .25 junol) was measured into a 100 mL glass autoclave equipped with a teflon- 
's coated stirrer. An asymmetric hydrogenatlon according to the procedure of Example 5 was carried out using Interme- 
diate 8 (408 mg, 2.5 mmoI),.a solution of potassium tert-butoxide in 2-methyl-2-propanol (1.0 M solution, 25 p.L, 25 
Hmol; mfd. by Aldrlch) and 2-propanol (2.6 mL) with vigorous stirring under a hydrogen atmosphere at 8 atm at 25*C 
for 13 hours. After the reaction was completed, the thus obtained solution was concentrated under reduced pressure 
and compounds derived from the complex was removed by a silica gel chromatography treatment (silica gel 10 g; 
20 solvent: diethyl ether) to give 1 -[(methyl)(phenyl)amino]-2-propanol (81 %ee, 384 mg, 2.32 mmol , yield 93%) as a color- 
less oil. 

IH-NMR (270 MHz, CDCI3) 6 1.23 (d, 3H, J=12.7), 2.18 (s, 1H), 2.98 (s, 3H), 3.23 (d, 2H, J=6.5), 4.06-4.18 (m, 1H). 
6.74-6.85 (m, 3H), 7.20-7.29 (m, 2H). 

The enantlomer excess was detemriined by means of HPLC analysis. . 

25 - : 

Chiral Column: CHIRALCEL CD (4.6 mm ID x 250 mm; mfd. by Daicel); 
Mobile phase: hexane/2-propanol (9/1); .. 
Column temperature: 30''C; 
UV wave length: 254 nm; 
30 Flow rate: 0.5 mL/min; 

Retention time: 

(S)-1-[(methyl)(phenyl)amino]-2-propanol: 14.7 min (90.7%) 
(R)-1-[(methyl)(phenyl)amino]-2-propanol: 22.2 min (9.3%) 

35 

The absolute structure was determined by comparing the specific rotation with the specific rotation of a separately 
synthesized (S)-1 -[(methyl)(phenyl)amino]-2-propanol. 

[0204] Actual measurement value of the asymmetrically hydrogenated product: [a]23Q=+19.0 (c=0.545, 

CH3OH) 

40 [0205] Specific rotation of separately synthesized (S)-1-[(methyl)-(phenyl)amino]-2-propanol (>99%ee) having a 
known absolute structure: [apj5=+26.3 (c=0.538, CH3OH) 

[0206] A process for the preparation of the separately synthesized (S)-1 -[(methyl)(phenyl)-amino]-2-propanol will be 
described below. 

Synthesis of (S)>1 -r(methyl)(phenvl)aminol-2-propanol 

[0207] Alumina (26 g; mfd. by Merck), diethyl ether (80 mL) and N-methylanillne (1 .07 g, 1 0 mmol; mfd. by TOKYO 
KASEI) were added to a 100 mL recovery flask equipped with a teflon-coated stirrer. To the resulting mixture, (S)- 
propylene oxide (140 ^L, 2 mmol; mfd. by TOKYO KASEI) diluted with diethyl ether (2 mL) was added dropwise with 
so vigorous stirring. After stirring at 25*'C for 6 hours, the reaction liquid was filtered to give a solution, which was then 
concentrated under reduced pressure. The residue was subjected to a silica gel chromatography treatment (silica gel 
70 g; 1 :3 ethyl acetate/hexane) to give as the first fraction, (S)-1-[(methyl)(phenyl)amino]-2-propanol (123 mg, 0.746 
mmol, yield 37%) as a colorless oil. 

1H-NMR (270 MHz, CDCI3) 5 1 .23 (d, 3H, J=12.7), 2.18 (s, 1 H), 2.98 (s, 3H), 3.23 (d. 2H, J=6.5Hz), 4.06-4.18 (m, 1 H), 
55 6.74-6.85 (m. 3H), 7.20-7.29 (m, 2H); 

[a]23D=+26.3 (0=0.538. CH3OH) , >99%ee(S). 
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Example 9 



Asyiimemc hyil,.„erallon »^^^(b.^70^al(3.4^m9lh.»»h«n« ^rtamln.|.4■-h.■,y l„.y.„,„r.■ 

[0209] After the reaction was completed, the thus obtained solution was concentrated under reduced Dr«,.,r« «nH 
The enantiomer excess was detennined by means of HPLC analysis. 



Chiral Column: CHIRALPAK AD (4.6 mm IDx 250 mm; mfd. by Daicel)- 

Mobile phase: hexane/2-propanol (3/t); 

Column temperature: 40°C; 

UV wave length: 254 nm; 

Flow rate: 1 miymin; 

Retention time: 



(R)-2-[(benzoyl)(3,4-dimethoxyphenethyi)amino]-1 -(4"-benzyloxyphenyl)ethanol- 1 1 7 min (98 6"/ V 
p)^2-«benzoyl)(3,4-dimethoxyphenethyl)aminol-1-(4--benzylcx;p^ ulZn^^' 

:rs:rbrrrdir^'""^^^^ 

Synthesis of (R)-1-(4 benzyloxyphenyl)-2-r2-(3.4-dimethoxvr.h. n vl)ethvlaminolethanol monohvdrochloride 

IIV^J Ik ^ '^""^'^ "^^^ ^^"'PP^^' w'th a teflon-coated stirrer and a reflux column (RV2-r(benzc«n 

'^s T, ST:S^S^^^^^ '^^^ Obtained tEx"ariSeTet2 

Th» ~ ^ ^ ^"'^ ^^'^ potassium hydroxide (pellet, 660 mg, 10 mmol- mfd bv Nacalai Tesau*.^ 

The resulting morture was placed on an oil bath and refluxed for 8 hours. After a owing to co^ down tor^om^Z! ' 
ature, the mixture was extracted with distilled water and ethyl acetate. The orgaS a^er was w^^^^^ 
Tel. or! -"-te and then filtered. The thus obtainid soJn ^rcemraTd undeT'e 



HPLC 



Column: CHIRALPAK AD (4.6 mm IDx 250 mm; mfd. by Daicel)- 

Solvent; hexane/2-propanol (4/1 ); 

Temperature: 40'*C; 

UV wave length: 254 nm; 

Flow rate: 0.5 mL/mIn; 

Retention time: 

(R)-1-(4'-benzyloxyphenyl)-2-[(3,4-dlmethoxyphenethyl)amlnolethanol' 
19.2 min (100%); 

(S)-1-(4'-benzyloxyphenyl)-2-[(3,4-dlmethoxyphenethyl)amino]ethanol: 
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21 .2 min (0%). 

Actual measurement value: [a]25(j=-30.5 (c=0.96, CH3OH) ; 
Literature data of R-fomi: [a]D=-30.1 (c=1 , CH3OH); 
5 [aJo reference: Kawaguchl,T.; Saito, K.; MatsukI, K.; lwakuma,T;Takeda, M., Chem.Phami. Bull , 1993, 41^, p. 639. 

Example 10 

Asymmetric hydrogenatton of 4'-fluoro-4-[4-(5-fluoro-2-pyrim{dinyl)-1-piperazinyl]butyrophenone (S/C=2000, 0.5 M) 

10 

[0212] Complex (S,S-1) (1.5 mg, 1.25 ^imol) was measured into a 100 mL glass autoclave equipped with a teflon- 
coated stln-er. An asymmetric hydrogenation according to the procedure of Example 5 was carried out using 4*-fluoro- 
4-[4-(5-fluoro-2-pyrimldlnyl)-1-plperazlnyl]butyrophenone (866 mg, 2.5 mmol; mfd. by the process described in Yevich, 
J. P.; New, J. S.; Lobeck, W. G.; Dextraze, P.; Bernstein, E.; Taylor, D. P.; Yocca. R D.; Eison. M. S.; Temple. Jr. D. L., 
15 J. Med. Chem. . 1992, 35, p. 4516), a solution of potassium tert-butoxide in 2-methyl-2-propanol (1 .0 M solution, 50 
\iL, 50 ^mol; mfd. by Aldrich) and 2-propanol (5 mL) with vigorous stirring under a hydrogen atmosphere at 8 atm at 
25*'C for 12 hours. 

[0213] After the reaction was completed, the thus obtained solution was concentrated under reduced pressure and 
compounds derived from the complex was removed by a silica gel chromatography treatment (silica gel 5 g; solvent: 
20 ethyl acetate) to give (R)-1-(4-fluorophenyl)-4-(5-fluoro-2-pyrimidinyl)-1-pipera2inebutanol (99%ee, 843 mg, 2.42 
mmol, yield 97%) as a white solid. 

^H-NMR (400 MHz, CDCI3) 5 1 .65-1 .98 (m, 4H), 2.44-2.65 (m, 6H), 3.83 (m, 2H), 4.66 (dd, 1H, J=7.6, 2.4), 6.98-7.02 
(m, 2H). 7.32-7.35 (m, 2H), 8.19 (s, 2H); 

(100 MHz, CDCI3) 6 23.56, 39.52, 43.81, 52.73, 58.74. 72.95. 114,8 (Jcf=21.0), 127.1 (Jcf=7'.7), 141.3 
25 (JcF=2.8), 145.0(Jcf=21.4), 151 .6 (Jcf=247.1), 158.7, 161 .7 (Jcf=243.0). 
The enantiomer excess was detennined by means of HPLC analysis. 

Chiral Column: CHIRALPAK AD (4.6 mm IDx 250 mm; mfd. by Daicel); 
Mobile phase: hexane/2-propanol (19/1); 
30 Column temperature: 40'*C; 

UV wave length: 254 nm; 
Flow rate: 0.5 mL/min; 
Retention time: 

35 (S)-1-(4-fluorophenyl)-4-(5-ffuoro-2-pyrimidinyl)-1-piperazinebutariol: 27.4 min (0.3%); 

(R)-1 -(4-fluorophenyl)-4-(5-fluoro-2-pyrimidinyl)-1-plperazinebutanoi: 29.4 min (99.7%) 

The absolute structure was detemilned as R-fomri by comparing the specific rotation with the known specific rotation 
disclosed in the following reference. 

40 

Actual measurement value: [a]25p=+l4.6 (c=1 .05, CH3OH); 
Literature data of R-form (>99.9%ee): 
[a]25D=+l 4.3 (c=0.53, CH3OH); 

45 [aJo reference: Yevich, J. P.; New, J. S.; Lobeck, W. G.; Dextraze, P.; Bernstein, E.; Taylor, D. P.; Yocca, F. D.; Eison, 
M. S.; Temple, Jr. D. L, J. Med. Chem. . 1992, 35, p. 4516.' 

Example 11 

50 Asymmetric hydrogenation of 4'>fluoro-4-f4-(5-fluoro-2- pyrimidlnyl)-1-piperazinyl]butvrophenone (S/C=2000. 1 M) 

[0214] The procedure of Example 10 was repeated with the exception that the reactant concentrations were altered 
as follows. Catalyst: Complex (R,R)-1 (1.5 mg, 1.25 M.mol); Substrate: 4'-fluoro-4-[4-(5-fluoro-2-pyrimidinyl)-1-piper- 
azinyljbutyrophenone (866 mg, 2.5 mmol); Solvent: 2-propanol (2.5 mL); Base: a solution of potassium tert-butoxide 
55 in 2-methyl-2-propanol (1.0 M solution, 50 \iL, 50 p.mol; mfd. by Aldrich); Hydrogen pressure: 8 atm; Temperature: 
25°C; Reaction time: 32 hours; Isolated yield: 78%; Enantiomer excess: 99%; Absolute structure: S. 
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Example 12 

Asymmetric hYdroqenation °f 4--fluom-4.f4.(S-f.uoro.2.ovHrniH., i ^.. . r^r ^razinvllbutyrn^ ^ ...-o ^ 

-OPEN (mfd bi KaZo SgakU "yN^^^^^ from (R) T„^,^p 

Example 13 

Asymmetric hydroqenation of 4--fluoro.4-r4-(.S-fluoro-2.ovrimiHinYn-i. p.p erazinvnbutvronh.n.n. fs/C=10000. o s M| 

zinebutanol (2.55 g, 7.32 mmol. yield 73%) as a w Je sclfd ^ 1-{4-fluorophenyi)-4-(5-fiuoro-2-pyrimidinyl)-1-pipera- 
Exampie 14 

Asymmetric hydrogenation o f benzyloxvacatone (Intemiediate g) 

13C-NMR (100 MHz, CDCI3). d 18.60, 66.48, 73.29. 75.29. 127.71 . 127.76, 128 44 137 95 
The enantiomer excess was determined by means of HPLC analysis. " ' 

Chiral Column: CHIRALCEL OD (4.6 mm IDx 250 mm; mfd. by Dalcel)- 

Mobile phase; hexane/2-propanol (95/5); 

Column temperature: 40°C; 

UV wave length: 254 nm; 

Flow rate: 1 miymin; 

Retention time: 

(R)-1-benzyloxy-2-propanol: 8.1 min (89.5%); 
(S)-1-benzyloxy-2-propanol: 9.2 min (10.5%).' 

^ "-'^"^ ^^'-"^^"^ ^^-"^ «"tb the ^nowr, specie rotation 

Actual measurement value: [apj^^-ii.e (c=1.026, CHCig); 
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Literature data of S-foim: [apD=+13-2 (c=1 , CHCI3); 

[alo reference: Naemura. K.; Asada, M.; Hirose, K.; Tobe, Y., Tetrahedron:Asymmetry. 1995, 6, pp. 1873-1876. 
Example 15 

Asymmetric hydrogenation of 2-methoxyacetophenone 

[0219] Complex (R,R)-1 (1 .5 mg, 1 .25 jtmol) was measured into a 100 mL glass autoclave equipped with a teflon- 
coated stirrer. An asymmetric hydrogenation according to the procedure of Example 5 was carried out using 2-meth- 
oxyacetophene (376 mg, 2.5 mmol; mfd. by Aldrich), a solution of potassium tert-butoxide in 2-methyl-2-propanol (1 .0 
M solution, 20 ^L, 20 p.moI; mfd. by Aldrich) and 2-propanol (2.5 mL) with vigorous stirring under a hydrogen atmosphere 
at 8 atm at 25**C for 1 6 hours. 

[0220] After the reaction was completed, the thus obtained solution was concentrated under reduced pressure and 
compounds derived from the complex were removed by a silica gel chromatography treatment (silica gel 5 g; solvent: 
diethyl ether) to give (R)-1-phenyl-2-methoxyethanol (95%ee, 350 mg, 2.30 mmol, yield 92%) as a light yellow oil. 
1H -NMR (400 MHz, CDCI3) 5 2.79 (s, 1H), 3.41-3.53 (m, 4H), 3.55 (dd, 1H, J-9.6, 2.8), 4.89 (dd, 1H, J=8.8, 2.8), 
7.29-7.40 (m, 5H), 

The enantiomer excess was detemnined by means of GC analysis. 

Column: Chirasil-DEX CB (Inner diameter (df) 0.25 mm; 
size 0.32 mm x 25 mm; mfd. by CHROMPAK); 

Column temperature: 120'*C; ■ ' ■' • 

Temperature of injection and detection: 200*'C; 
Helium pressure: 44 kPa; 
Retention time: 



(S)-1-phenyl-2-methoxyethanol: 19.5 min (2.6%); 
(R)-1-phenyl-2-methoxyethanol: 19.8 min (97.4%). 

The absolute structure was determined by comparing the specific rotation with the known specific rotation disclosed 
in the following reference. 

Actual measurement value: [a]27p=-38.4 (c=2.1 65, acetone); 
Literature data of R-fomi (76%ee): [a]D=-34.4 (c=2, acetone); 

[alo reference: Fen-aboschi, P.; Grisenti, P.; Manzocchi, A.; Santaniello, E., Tetrahedron, 1994, 50, pp. 10539-10548. 

Example 16 

Asymmetric hydrogenation of phenoxyacetone 

[0221] Complex (R,R)-1 (1 .5 mg, 1 .25 |imol) was measured into a 100 mL glass autoclave equipped with a teflon- 
coated stirrer. An asymmetric hydrogenation according to the procedure of Example 5 was carried out using phenoxy- 
acetone (376 mg, 2.5 mmol; mfd. by TOKYO KASEI), a solution of potassium tert-butoxide in 2-methyl-2-propanol (1 .0 
M solution, 20 \iL, 20 jxmol; mfd. by Aldrich) and 2-propanol (2.5 mL) with vigorous stinging under a hydrogen atmosphere 
at 8 atm at 25**C for 1 hour. 

[0222] After the reaction was completed, the thus obtained solution was concentrated under reduced pressure and 

compounds derived from the complex were removed by a silica gel chromatography treatment (silica gel 1 5 g; solvent: 

diethyl ether) to give 1 -phenoxy-2-propanol (80%ee, 358 mg, 2.33 mmol, yield 93%) as a coloriess oil. 

^H-NMR (270 MHz, CDCI3) 5 1.29 (d, 3H, J=6.5), 2.36 (s, 1H), 3.79 (dd, 1H, J=7.8, 9.2), 3.95 (dd, 1H. J=9.5, 3.0), 

4.15-4.26 (m. 1 H), 6.89-7.00 (m, 3H), 7.24-7.33 (m, 2H). 

The enantiomer excess was detenrtined by means of GC analysis. 

Column: Chirasil-DEX CB (inner diameter (df) 0.25 mm; size 0.32 mm x 25 mm; mfd. by CHROMPAK); 

Column temperature: 100*»C; 

Temperature of injection and detection: 200*C; 

Helium pressure: 44 kPa; 

Retention time: 
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(S)-1-phenoxy-2-propanol: 52.9 min (90.0%); 
(R)-1-phenoxy-2«propanol: 58.3 min (10.0%). 

Example 1 7 

Asymmetric hydroflenation of 2.(tert-butvldiDhenvlsilyl) n xv-acetoDhenon6 (intermediate 1 0^ 
Example 1 8 

Synthesis of (m-l-phenyM .2-ethanediQl 

1H-NMR(270M^^^ 723740,m 
5H). The enantiomer excess was determined by means of HPLC analysis. ^ ^' ^■^^"^''^^ f"'' 

Chiral Column: CHIRALCEL OB (4.6 mm IDx 250 mm; mfd. by Daicel)- 

Mobile phase: hexane/2-propanol (9/1); 

Column temperature: 40*>C; 

UV wave length: 254 nm; 

Flow rate: 0.5 mLVmin; 

Retention time: 

(R)-1-phenyl-1,2-ethanediol: 12.3 min (98.7%); 
(S)-1-phenyl-1,2-ethanediol: 14.6 min (1.3%). 

The absolute structure was detem,ined as R-form by comparing the specific rotation with the known specific rotation 
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disclosed in the following reference. 

Actual measurement value: [a]^^Q=-3QA (c=1 .1 2, C2H5OH); 
Literature data of S-form (99%ee): [a]25jj=+38.91(c=3.61. CgHgOH) ; 

5 

Md reference: Cho. B. T; Chun, Y. S.. J.Qrg.Chem. , 1998, 63, pp. 5280-5282, 
Example 19 

10 Asymmetric hydrogenatlon of 1.1'dimethoxy-2-propanone 

[0229] Complex (R,R)-1 (1 .5 mg, 1 .25 )imol) was measured into a 1 00 mL glass autoclave equipped with a teflon- 
coated stirrer. An asymmetric hydrogenatlon according to the procedure of Example 5 was carried out using 1 , 1 -dimeth- 
oxy-2-propanone (595 mg, 5.0 mmol; mfd. by Aldrich), a solution of potassium tert-butoxide in 2-methyl-2-propanol 
IS (1 .0 M solution, 40 jiL, 40 \imo\\ mfd. by Aldrich) and 2-propanol (5 mL) with vigorous stirring under a hydrogen atmos- 
phere at 8 atm at 25*'C for 8 hours. 

[0230] After the reaction was completed, GC analysis of the thus obtained solution showed that the product obtained 

was (S)-1 ,1-dimethoxy-2-propanol (yield 99%, enantlomer excess 98%). 

GC 

20 

Column: Chirasil-DEX CB; 
Column temperature: 60°C; 
Temperature of injection and detection: 250''C; 
Helium pressure: 44 kPa; 
25 Retention time: 

...... 

1.1- dimethoxy-2-propanone: 10.0 min (0.3%); 
(R)-1 ,1-dimethoxy-2-propanol: 22.8 min (0.6%); 
(S)-1 ,1-dlmethoxy-2-propanol: 23.6 min (99.1%). 

30 

The absolute structure was detemnined as S-form by comparing the specific rotation with the known specific rotation 
disclosed In the following reference. 

Actual measurement value: [ap^^^Q=-^ 8.0 (c=0.1 6, CH3OH) ; 
35 Literature data of S-form (87%ee): [a]25o=-i2.15(c=3.21 , CH3OH) ; 

[aJo reference: Cho, B.T.; Chun, Y.S., Tetrahedron:Asymmetry. 1994, 5, pp. 1147-1150. 

Example 20 

40 

Asymmetric hydrogenatlon of 2,2-dlethoxyacetophenone 

[0231] Complex (R,R)-1 (3.1 mg, 2.5 ^imol) was measured into a 100 mL glass autoclave equipped with a teflon- 
coated stirrer. An asymmetric hydrogenatlon according to the procedure of Example 5 was carried out using 2,2-di- 
45 ethoxyacetophenone (51 7 mg, 2.5 mmol; mfd. by TOKYO KASEI), a solution of potassium tert-butoxide in 2-methyl- 
2-propanol (1.0 M solution, 50 ^L, 50 ^mol; mfd. by Aldrich) and 2-propanol (2.5 mL) with vigorous stirring under a 
hydrogen atmosphere at 8 atm at 25°C for 8 hours. 

[0232] After the reaction was completed, GC analysis of the thus obtained solution showed that the product obtained 
was (S)-2,2-dlethoxy-1-phenyIethanol (yield 100%, enantlomer excess 37%). 
50 GC 

Column: Chirasil-DEX CB; 
Column temperature: 120**C; 
Temperature of Injection and detection: 260**C; 
55 Helium pressure: 44 kPa; 

Retention time: 

2.2- diethoxyacetophene: 22.7 min (0%); 
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(S)-2,2-diethoxy-1-phenylethanol: 45.5 min (31.3%); 
{R)-1 , 1 -diethoxy-2-propanol: 47.9 min (68.7%). 

Example 21 

yymmetrichYdroqenationof2-fbisben.vlaminol-1.f34(mathv....,fnn^ 

The enantiomer excess was detemiined by means of HPLC analysis. ' 

Chiral Column: CHIRALCEL OJ-R (4.6 mm IDx 150 mm; mfd. by Daicel)- 
Mobile phase: 0.5 M NaCIO4-HCIO4(pH=2.0)/acetonltrile (74/26) 1 pump 
Column temperature: 40°C; 
UV wave length: 233 nm; 
Flow rate: 0.5 mUmin; 
Retention time: 

(R)-fonn: 56.1 min (5.8%); 
(S)-fomi: 61 .9 min (94.2%); 
Rf=0.51 (1/1 n-hexane/ethyl acetate). 

Example 22 

KArAKi n 7°'°°"'°"°® sai^ (8.63 g, 12.5 mmol), potassium tert-butoxide (1.71 g, 14.75 mmol- mfd bv KANTO 
KAGAKU) and a mixed solvent of 2-propanol (25 mU and DMF /r r mr ^ »«th ■ ^ »^ANTO 

atmosphere at 8 atm at SO^C for 7 hours ^ "^"^ ^^'^""9 ""^^^ ^ ^y^-^oflen 

The enantiomer excess was determined by means of HPLC analysis. ^ ' ^" 

Chiral Column: CHIRALCEL OJ-R (4.6 mm IDx 150 mm; mfd. by Daicel)- 
IVIobrle phase: 0.5 IVI NaCI04, aq./acetonitrile (30/70) 1 pump- 
Column temperature: 40'C; ' 
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UV wave length: 233 nm; 
Flow rate: 0.5 mLymin; 
Retention time: 

5 (R)-fonn: 27.0 min (89.6%); 

(S)-form: 20.9 min (4.2%); 

RpO.64 (1/1 n-hexane/ethyl acetate). 

Example 23 

10 

Asymmetric hydrogenation of 1-[3-[(methylsulfonyl)benzylamino] plienyl]-2-[[2-(9H-carbazol-2'yloxy) ethyl] 
benzylamlno]ethanone monohydrochloride (Intemnediate 6 monohydrochloride salt) (S-fomn) 

[0237] Complex (S,S)-4 (1 .49 mg, 1 .25 \imo\) was measured into a 100 mL glass autoclave equipped with a teflon- 
's coated stirrer. An asymmetric hydrogenation according to the procedure of Example 5 was carried out using Interme- 
diate 6 monohydrochloride salt (1.64 g, 2.5 mmol), potassium tert-butoxide (341.3 mg, 2.95 mmol; mfd. by KANTO 
KAGAKU) and a mixed solvent of 2-propanol (12.6 mL) and DMA (12.6 mL) with vigorous stirring under hydrogen 
atmosphere at 8 atnri at 23**C for 45minutes. 

[0238] After the reaction was completed, the thus obtained solution was concentrated under reduced pressure, di- 
20 luted with ethyl acetate and washed with saturated brine. The solvent was then distilled off, and compounds derived 
from the complex were removed from the residue by a silica gel chromatography treatment (silica gel 25 g; solvent: 
ethyl acetate) to give (S)-1-[3-[(methylsulfonyl)benzylamino]phenyl]-2-[[2-(9H-carbazol-2-yloxy)ethyl]benzylamino] 
ethanol (96%ee, 1 .5 g, yield 97%) as a colorless amorphous solid. 

1H -NMR (500 MHz, CDCI3) 5 2.60 (dd, 1H, J=13.2. 10.3), 2.83 (dd, 1H, J=13,2, 2.9), 2.89 (s, 3H), 2.97-3.04 (m, 1H), 
25 3.09-3.15 (m, 1H). 3.70 (d. 2H, J=13.7), 3.96 (d, 2H, J=13.7). 4.13 (m, 2H), 4.66 (dd, 1H, J=10.3, 3.4), 4.77 (d, 1H, 
J=14.7), 4.81 (d, 1H, J=14.7), 6.84 (dd, 1H. J=8.3, 2.0), 6.92 (d, 1H, J=2.0), 7.10-7.41 (m, 17H), 7.93 (d, 2H, J=8.8), 
7.97 (d. 1H, J=7.8), 8.14 (s, 1H). 

The enantiomer excess was determined by means of HPLC analysis. 

30 Chiral Column: CHIRALCEL OJ-R (4.6 mm IDx 150 mm; mfd. by Daicel); 

Mobile phase: 0.5 M NaCI04 aq./acetonitrile (30/70) 1 pump; 

Column temperature: 40®C; 

UV wave length: 233 nm; 

Flow rate: 0.5 mL/min; 
35 Retention time: 

(S)-form: 18.6 min (97.7%); 

(R)-form: 26.3 min (2.2%); 

RpO.27 (1/1 n-hexane/ethyl acetate). 

40 

Example 24 ' • 

(R)-2-[2-(9H-carbazol-2-yloxy)ethylamino]'1-[3-(methylsulfonylamino)phenyl]ethanol monohydrochloride 

45 Step 1. Asymmetric hydrogenation of 1-[3 -[ (methylsulfonyl)benzylamino]phenyl]-2-[[2-(9H-carbazol-2-ylQxy)ethyl] 
benzylamlno]ethanone monohydrochloride (Intemnediate 6 monohydrochloride salt) (R-fonn) 

[0239] Complex (R,R)-1 (1 .6 mg, 1 .25 ^moi) was measured Into a 100 niL glass autoclave equipped with a teflon- 
coated stirrer. An asymmetric hydrogenation according to the procedure of Example 5 was carried out using Interme- 
so diate 6 monohydrochloride salt (8.18 g, 12.5 mmol), potassium tert-butoxide (1.71 g, 14.75 mmol; mfd. by KANTO 
KAGAKU) and a mixed solvent of 2-propanol (25 mL) and DMA (6.5 mL) with vigorous stirring under a hydrogen 
atmosphere at 8 atm at 23®C for 4 hours. 

[0240] After the reaction was completed, the thus obtained solution was concentrated under reduced pressure, di- 
luted with ethyl acetate and washed with saturated brine. The solvent was then distilled off, and compounds derived 
55 from the complex was removed from the residue by a silica gel chromatography treatment (silica gel 25 g; solvent: 
ethyl acetate) to give (R)-1-[3-[(methylsutfonyl)benzylamlno]phenyl]-2-[[2-(9H-carbazol-2-yloxy)ethyl]benzylamjno] 
ethanol (91%ee, 8.65 g, yield 99%) as a coloriess amorphous solid. 
The enantiomer excess was determined by means of HPLC analysis. 
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Chiral Column: CHIRALCEL OJ-R (4.6 mm IDx 150 mm; mfd. by Daicel)- 
Mobile phase: 0.5 M NaCI04 aqVacetonltrile (30/70) 1 pump- 
Column temperature: 40°C; 
UV wave length; 233 nm; 
Flow rate: 0.5 mL/min; 
Retention time: 

(S)-form: 18.2 min (3.6%); 
(R)-form: 25.0 min (94.8%); 
RpO.27 (1/1 n-hexane/ethyl acetate). 

Ki mi;;: *SoTS7byTS?r; 'fr* » t °* """""" •-^ 

Example 25 
[0244] 




RuCl2[(R>-dmanylbinap]t(R)-damenl 
complex ( R . R ) -2 5 
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Step 1. Synthesis of (R)-2,2'-bis[bis(3.5'dimethvl-4-methoxyphenyl)phosphino]-1 J'-binaphthyl (Intermediate 11) 
(Process A and Process B); abbreviated name: (R)-Dmanyl-BINAP); Fonmula (24): 

[0245] 

5 



OMe 




OMe 



(R)-Dmanyl-B1NAP : • 

^ intermediate 1 1 

20 

(Process A) 

[0246] 5% Palladium/activated carbon (163 mg; mfd. by Aldrich) and 1 ,4-dlazabicyclo[2.2.2]octane (415 mg, 3.53 

25 mmol; mfd. by Aldrich) were added to a 50 mL glass Schlenk tube equipped with a teflon-coated stirrer which had been 
previously dried by heating under reduced pressure, and the tube was then sealed tightly. The reactor was degassed 
by applying the pressure-reducing/argon-introducing procedure five times. Under an argon atmosphere, dried DI\/IF 
(7.5 mL) which had been previously degassed by means of vacuum freezing was added, followed by addition of bis 
(3,5-dimethyM-methoxy-phenyl)chlorophosphlne (0.9 mL, ca. 3.5 mmol; synthesized by the method described in the 

30 literature: Tetrahedron: Asymmetry , Vol. 10, pp. 3341-3352 (1999)) with stirring. The procedure of reducing pressure 
followed by replacing the atmosphere with hydrogen at atmospheric pressure was repeated seven times. The reaction 
liquid was stirred under a hydrogen atmosphere at 1 atm at 100°C for 2 hours. After allowed to cool down to room 
temperature, the reaction liquid was filtered through dried Celrte under an argon atmosphere. The filtrate was collected 
in a 50 mL Schlenk tube which had been previously dried by heating under reduced pressure, and then concentrated 

35 under reduced pressure. To the residue, (R)-(-)-1 .1'-bl-2-naphthol bls(trif!uoromethanesulfonate) (802 mg, 1 .41 mmol; 
mfd. by FLUKA), [1 ,2-b!s(diphenylphosphlno)ethane]dichloronickel(ll) (75 mg, 0.14 mmol; mfd. by Aldrich) and a so- 
lution of 1 ,4-dlazabicyclo-[2.2.2]octane (668 mg, 5.84 mmol; mfd. by Aldrich) in dried DMF (7.5 mL) previously degassed 
by means of vacuum freezing were added under an argon atmosphere. The resulting mixture was stin-ed at 100*^0 for 
106 hours. After cooled down to room temperature, the mixture was filtered through dried Celite under an argon at- 

^0 mosphere and the filtrate was concentrated under reduced pressure. The residue was extracted with ethyl acetate (22 
mL) and purified water (11 mL). The organic layer was washed sequentially with 1 N hydrochloric acid (11 mL) and 
aqueous saturated ammonium chloride (11 mL), dried over anhydrous magnesium sulfate, and concentrated under 
reduced pressure. The residue was purified three times by silica gel column chromatography (20 mL, neutral spherical 
shape; 100/0-40/1 n-hexane/ethyl acetate) to give Intemiediate 11 (334.7 mg). MS(EI)m/z 854[M]+. 

45 

Process B 



[0247] To a 50 mL glass Schlenk tube equipped with a teflon-coated stin-er which had been previously dried by 
heating under reduced pressure, 5% palladium/activated carbon (0.2 g; mfd. by Aldrich), 1 ,4-diazablcyclo[2.2.2]octane 

so (1 .46 g. 1 2.75 mmol; mfd. by Aldrich). (R)-(-)-1 ,1 '-bi-2-naphthol bis(trifluoromethanesulfonate) (1 .1 0 g, 1 .92 mmol; mfd. 
by FLUKA) and [1 ,2-bis(diphenylphosphino)ethane]dichloronlckel(n) (110 mg, 0.2 mmol; mfd. by Aldrich) were added, 
and the tube was then sealed tightly. The reactor was degassed by applying the pressure-reduclng/argon-introducing 
procedure five times. Under an argon atmosphere, dried DMA (11 mL) which had been previously degassed by means 
of vacuum freezing was added, followed by addition of bis(3,5-dimethyl-4-methoxyphenyl)chlorophosphine (1 .25 mL, 

55 ca.4.8 mmol; synthesized by the method described in the literature: Tetrahedron:Asymmetry , Vol. 10, pp. 3341 -3352 
(1999)) with stirring. The procedure of reducing pressure followed by replacing the atmosphere with hydrogen at at- 
mospheric pressure was repeated seven times. The reaction liquid was stirred under a hydrogen atmosphere at 1 atm 
at 1 0O^C for 1 1 0 hours. After allowed to cool down to room tiemperature, the reaction liquid was filtered through dried 
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step 2. Synthesis of Complex (R.R) -25 
Example 26 

Asymmetric hydroqenatlon of 1- fa -f(methvlsulfonvnhenzvlamlno1-Dhenvn. ?.rr9.^0M...^.,^i o 

benzylam.no]ethanonemonohvdro:;hlnrir( : ;;;L^ 

3 mmol- mfd bv KANirn kao awi w """'•y^'^ocmonae salt (1.64 g. 2.5 mmol). potassium tert-butoxide (350 mg, 

Chiral Column: CHIRALCEL OJ-R (4.6 mm IDx 150 mm; mfd. by Dalcel)- 

Mobile phase: 0.5 M NaCIO^ aq./acetonitrile (30/70) 1 pump; 

Column temperature: 40°C; 

UV wave length: 233 nm; 

Flow rate: 0.5 mL/mIn; 

Retention time: 

(S)-form: 18.2 min (1.9%); 
(R)-form: 25.0 min (97.9%); 
RpO.27 (1/1 n-hexane/ethyl acetate). 

phenylJethanolmonohydrochlorldaSt ISe^^^^^ 

diabetes, obesity, hyperlipldemia and the like. ^ ♦°''»^«««"9 preventing 
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Example 27 



Trans-RuClp[(Rl-xyl-6,6'-dimethylbinapir(R)-damen] complex (designated as Complex (R,R)-27); abbreviated name: 
trans-RuCl9T(R)-xyl'6mebinap][(R)-damen]; Fomiula (25): 

[0251] 



10 



IS 



20 




(25) 



RuCl2[(R>'xyl-6meblnap][(R)-d3men] 
complex < R . R ) -2 7 



Step 1. Synthesis of (R)-6,6'-dimethyl-1 ,1'-bi-2-naphthol bis(trifluoromethanesulfonate) (Intemiediate 12); Fomnula 
25 (26): 

[0252] 



30 



35 




(26) 



40 



45 



50 



intermediate 1 2 

[0253] Under an argon atmosphere, (R)-6,6'-dimethyl-1 ,1'-bi-2-naphthol (9.432 g, 30 mmol; mfd. by KANKYO KA- 
GAKU CENTER) was placed in a 300 mL recovery flask equipped with a teflon-coated stirrer, and then dissolved with 
dehydrated dichloromethane (60 mL). Under ice-cooling and stimng, dehydrated pyridine (7.2 mL, 90 mmol) was added, 
followed by trifluoromethanesulfonic anhydride (20 g, 70 mmol;. mfd. by TOKYO KASEI). The resulting mixture was 
stirred with ice-cooling for 30 minutes, and then further stirred for 1 7 hours while Its temperature was allowed to wamri 
to room temperature. n-Hexane (60 mL) was added with vigorous stinging. The precipitate generated was removed by 
filtration with silica gel pad (50 g) and the silica gel pad was washed with a mixed solvent of n-hexane/dichloromethane 
(1/1 ; 200 mL). The solvent was distilled off from the combined filtrates under reduced pressure. The residue was dried 
under reduced pressure with vacuum pump (ca. 0.5 mmHg) for 3 hours to give Intemiediate 12 (17.18 g; colorless 
amorphous solid). 
MS(EI)m/z 578[M]+. 



55 
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[0254] 




(R)-XyH6MeBINAP 
intermediate 1 3 



E?n ^ ^° 9'^^^ S^'^'^"'^ ««1"'PPed with a teflon-coated stirrer which had been previously dried bv 
heating under reduced pressure, 5% palladium/activated carbon (0.2 g; mfd. by Aldrich) 1 4-diazabfcvc 9 9io^«„I 

dlnfc H K ■ 'f'® ^"''e was then sealed tightly. The reactor was 

SriSSnVrSfS HH P;r"--^-'"9^-gon-introducing procedure five times. Under L Lgon lot^r 
T S /i ?i u^'' ^^'^ ^"^^ previously degassed by means of vacuum freezing was added followed bv addition 
of b,s(3,5-dimethylphenyl)chlorophosphine (1.14 mL, ca.4.9 mmol; mfd. by Digital Specialty Chemicrtnc ) wJh 

was repeated seven times. The reaction liquid was stirred under a hydrogen atmosphere at 1 atm at lOQoc fofHo 
hours. After allowed to cool down to room temperature, the reaction liquid'was filtere'd^^rg dJ^d CeHto under In 

underrt"'''?"'"- "^'^ ""T! " ""^ ^'^'"^"^ ^l^-*^ "^^en preSiouriy dSJ by hea inS 

m \ H ^J^"'^' ^""^ '^on'^entrated under reduced pressure. The residue was extracted with ethyl acetate 
(30 mL) and purrfied water (1 5 mL). The organic layer was washed sequentially with 1 N hydrochloric acidM 5 mn^^^^^ 
XTd n? r"'°"!r"^ ""^^ ^"^y'^™"^ "'«9"««'"'" «"f«te. annncentrl^ under 

o t/? T , I '■^'"'"^ P"'"^' "^'^^ ^''"^^ ''^ 9^' '^"'""i" Chromatography (20 mL neS ?5o/0 
to 50/1 n-hexane/ethyl acetate) to give Intemiediate 13 (448.6 mg). MS(EI)m/z 7G2[M^. 

Step 3. Synthesis of Complex (R.R)-27 

[0256] According to the procedures of Examples 1 and 4, the title Complex (R.R)-27 (52 0 mg yellow solidl was 

Si 'rPP 1 SsosT^^^^^^^ ' Tetrahedron Letters 

MS(FAB)m/z 1312[MH]+. 

Example 28 

Asymmetric hydroqenation of 1 -r3.f(methvlsulfonvHben7Y l«>nino i. r''°"Vl-^- r r f 9H-carbazol-2-vloxv >^thvii 
benzylammolethanone monohvdrochlo r ide (Inten^ediate 6 monohvdrochloriL Lit^ (R-m,^ Y'oxYt gM 

102571 Complex (R R)-27 (1 .64 mg. 1 .25 nmol; synthesized in Example 27) was measured into a 100 mL glass 
autoclave equipped with a teflon-coated stirrer. An asymmetric hydrogenation according to the procedu e of Example 
3 bv k3o"SS' ^-°-»'V'^-^'-''^-a't (1.64 g. 2.5 mmol). potLsium tert-butlde (350 mt 

3 mmol mfd. by KANTO KAGAKU) and a mrxed solvent of 2-propanol (5 mL) and DMA (1 .3 mL) under a hvdroaen 
atmosphere at 8 atm at 25-C for 4 hours with vigorous stirring. After the reac ion was completed the tius oblSneS 
so ution was concentrated under reduced pressure, diluted with ethyl acetate and washed S satumteS^b^ne ??e 
solvent was then distilled off. and compounds derived from the complex were removed from ^03^ ^ a Xa^el 
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chromatography treatment (silica gel 10 g; solvent: ethyl acetate) to give (R)-1-[3-[(methylsulfonyl)ben2yl-amino]phe- 
nyl]-2-[[2-{9H-carbazol-2-yloxy)ethyl]ben2ylamino]ethanol (96%ee, 1 .53 g, yield 99%) as a colorless amorphous solid. 
The enantlomer excess was determined by means of HPLC analysis. 

5 Chiral Column: CHIRALCEL OJ-R (4.6 mm IDx 150 mm; mfd. by Dalcel); 

Mobile phase: 0.5 M NaCI04 aq./aceto nitrite (30/70) 1 pump; 

Column temperature: 40''C; 

UV wave length: 233 nm; 

Flow rate: 0,5 ml-/min; 
10 Retention time: 

(S)-fonn: 18.2 min (1.9%); 
(R)-form: 25.0 min (97.9%); 
RpO.27 (1/1 n-hexane/ethyl acetate). 

15 

[0258] According to the hydrogenolysis procedure and hydrochloride salt-forming procedure in Step 2 of Example 
24, the above compound can be converted into (R)-2-[2-(9H-carbazol-2-yloxy)ethylamino]-1 -[3-(methylsulfonylamino) 
phenyl]ethanol monohydrochloride which is described in WO 97/25311 as being very useful for treating and preventing 
diabetes, obesity, hyperlipidemla and the like. 

20 

Reference Example 1 

2-bromo-l-[3-[N.N-benzyl(methylsulfonyl)amino]phenyl]ethanone (Intemiediate 1) 

25 Step 1. Synthesis of 1-[3-[N,N-benzvl(methylsulfonyi)aminol-phenyl1ethanone 

[0259] 1 -[3-[N-(methylsulfonyl)amino]phenyl]ethanone (90.68 g; synthesized by the method described In Larsen, A. 
A., J. Med. Chem. . 9, pp. 88-97 (1 966)) was dissolved In acetone (639.6 mL) at 23°C, followed by addition of anhydrous 
potassium carbonate (66.0 g). Under stirring, benzyl bromide (56.6 mL; mfd. by Wako Pure Chemical Industries) was 

30 added at a stretch. Sodium iodide (13.01 g; mfd. by Wako Pure. Chemical Industries) was added and the resulting 
mixture was vigorously stirred under heating to reflux. After 2 hours, anhydrous potassium cartDonate (29.4 g) and 
sodium iodide (32 g) were further added and stirring was continued. After 1 hour, anhydrous potassium carbonate 
(29.4 g) and sodium iodide (32 g) were further added and vigorous stirring was continued at the same temperature for 
13.5 hours. After allowing to cool by itself to 43**C, purified water (1090 mL) was added at a stretch and vigorously 

35 stirred. The resulting reaction liquid was extracted with ethyl acetate (495 mL). The separated organic layer was washed 
with saturated brine (495 mL) and dried over anhydrous magnesium sulfate (90 g) for 0.5 hour. The desiccating agent 
was filtered off and the solvent was then distilled off under reduced pressure. ' 
[0260] The thus obtained crude product (139.42 g) was suspended in ethyl acetate (343 mL), then n-hexane (445 
mL) was added under heating to reflux. The cmde product was completely dissolved by further adding ethyl acetate 

40 (20 mL) under heating to reflux. This was recrystalized under ice-cooling and stirring to give 1 -[3-[N,N-benzyl(methyl- 
sulfonyl)amino]phenyI]ethanone (71.71 g). 

1H-NMR (300 MHz, CDCI3) 6 2.55 (s. 3H), 2.97 (s, 3H), 4.88 (s, 2H), 7.20-7,30 (m. 5H), 7.41 (m, 1H), 7.46 (dt, 1H. 
J=8.2, 1.9), 7.81-7.86 (m,2H); 
R(=0.44 (1/1 ethyl acetate/n-hexane). 

45 

Step 2. Synthesis of 2-bromo-1-[3-[N,N-benzyl(methylsulfonyl)amino]phenyl]ethanone (Intermediate 1) 

[0261] 1 -[3-[N,N-benzyl(methylsulfonyl)amino]phenyl]ethanone (71 .21 g; synthesized in Step 1 of Reference Exam- 
ple 1) was dissolved In methanol (3.94 L) and tetra-n-butylammonium tribromide (127g; mfd, by Aldrich) was added 

50 at a stretch. After stirring at room temperature for 13 hours, a mixed solution of 47% hydrobromic acid (985 mL) and 
purified water (985 mL) was added at a stretch. The reaction mixture was stirred for 1 hour while the internal temperature 
was maintained at from 35 to 40*C. Purified water (985 mL) was added, and the internal temperature was gradually 
lowered to 30*C with vigorous stirring over 3 hours. The reaction mixture was further cooled to 5°C and stirred for 2 
hours. The precipitated crystal was collected by filtration and washed twice with a mixed liquid (2.5 L) of methanol and 

55 water. The wet crystal was dried at SO'^C under reduced pressure for 24 hours to give the title compound (Intermediate 
1; 73.80 g). 

1H-NMR (300 MHz, CDCI3) 6 2.98 (s. 3H). 4.36 (s. 2H), 4.89 (s. 2H), 7.20-7.30 (m, 5H), 7.44 (t, 1H, J=8.0), 7.51 (dt, 
1 H. J=8.0. 1 .7), 7.84-7.89 (m, 2H); 
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RpO.46 (1/1 ethyl acetate/n-hexane). 
Reference Exam ple ? 

2.bromo-1-f4<:hloro-3-fN.N-benzvlfmethvlsulfonvnaminol ph envn-ethanonennt.rn..H,.^^ 
Step. 1 Synthesis of 1-f4-chloro-3-rN.N-benzvlfmethy l. mfonvllamlnol ph.nYi]n.h. 

'^ol2liZl°'^^^^ the method descn.ed in 

Understirring benzyl bromide 21 6 g Kwlto Pure ChliSn T'T ' 
mixture waa'vigorou'slystirredatth/satel^^^^^ 

RpO.43 (1/1 ethyl acetate/n-hexane). 

step 2. Synthesis of 2-b»,mo-H4-chloro.3-rN N.benzvlfmethane...ifony ^aminolohenvn.th.n.n. 

snl%JJi;:T:i'Z^^^^^^ ^r-^^ ^Vntheslzed in Step 1 o, Refer- 

TOKYO KASEI) was added Ifp ctlnh a« f ^' t^tra-n-butylammonium tribromlde (91.55 g; mfd. by 

RpO.44 (1/1 ethyl acetate/n-hexane). 
Reference Example 3 

N,N-benzyir2-(9H-carba2ol-2- yloxy)ethvl1amine (Inteonediate 3) 
Reference Example 4 
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(200 mL), and then converted into its hydrochloride salt by adding 36% hydrochloric acid (9.9 mL) with stirring. The 
precipitated hydrochloride salt was collected by filtration, washed with THF (70 mL) and dried at 40**C under reduced 
pressure to give the first crystal. In addition, the filtrate was concentrated and redissolved in THF (60 mL). The precip- 
itated hydrochloride salt was collected by filtration, washed with THF (50 mL) and dried at 40°C under reduced pressure 
5 to give the second crystal. The first crystal and the second crystal were combiried to give the title compound (Interme- 
diate 4; 53.67 g). 

^H-NMR (300 MHz, DMSO-dg; hydrochloride salt) 83.13 (s, 3H), 4.25-4.60 (m. 4H). 4.85 (br, 2H). 4.93 (s. 2H). 7.1 6-7.72 
(m, 18H), 7.81 (s, 1H), 10.62 (br, 1H); 
Rf=0.36 (1/2 ethyl acetate/n-hexane). 

10 

Reference Example 5 

1-[4-chloro-3-[(benzvl)(methylsulfonyl)amlno]phenvl]-2-[[2-(9H-carbazol-2-vloxy)ethyl]benzylamino]ethanone 
monohydrochloride (Intennedlate 5 monohydrochloride salt) 

IS 

[0267] Intennediate 2 (34.1 7 g) and Intermediate 3 (54.48 g) were reacted according to the process for synthesizing 
Intermediate 4 in Reference Example 4. The reaction product was purified by silica gel column chromatography (eluted 
with ethyl acetate/n-hexane (1/4 to 3/7)), solidified as a hydrochloride salt, triturated with 2-propanol, and then dried 
under reduced pressure to give the title compound (Intemnediat'e 5; 17.64 g). 
20 1H-NMR (300 MHz, DMSO-dg; hydrochloride salt) 5 3.27 (s. 3H), 3.72 (m, 2H), 4.49-4.72 (m. 4H), 4.93 (m, 2H), 5.16 
(br, 2H), 6.55 (d, 1H. J=8.0), 6.97 (d. 1H, J=1.9), 7.11 (t, 1H, J=7,7), 7.18-7:35 (m, 6H), 7.39-7.58 (m, 4H), 7.65-7.78 
(m, 3H), 7.83 (d, 1H, J=8.5), 7.89 (d. 1H, J=8.5). 7.98 (d, 1H, J=7.7), 8.08 (s, '1H), 11.01 (br. 1H), 11.27 (s, 1H); 
Rf=0.51 (1/1 ethyl acetate/n-hexane). 

25 Reference Example 6 / ' ' 

1- [3-r(benzvl)(methylsulfonvOamino1phenyl]-2-[[2-(9H-carbazol-'2-yloxy)ethyllbenzylamino]ethanone 
monohydrochloride (Intennedlate 6 monohydrochloride salt) 

30 [0268] Intemnediate 1 (151 .34 g) and Intennediate 3 (263.05 g) were reacted according to the process for synthesizing 
Intennediate 4 in Reference Example 4. The reaction product was solidified as a hydrochloride salt (222.58 g), triturated 
with 2-propanol (2L+1L), and then dried at 40°C under reduced pressure to give a cmde solid (187.94 g). This was 
further triturated with methanol (71 0 mL). collected by filtration, dried at 40°C under reduced pressure, triturated again 
with methanol (600 mL), collected by filtration, and then dried at 40*C under reduced pressure for 1 2 hours to give the 

35 title compound (Intermediate 6; 159.29 g), 

1H-NMR (300 MHz, DMSO-dg; hydrochloride salt) 5 3.1i2 (s, 3H), 3.72 (br, 2H), 4.46-4.68 (m, 4H), 4.95 (s, 2H), 5.12 
(br. 2H), 6.52 (d. 1 H, J=7.7), 6.95 (d, 1 H, J=1 .9), 7.11 (t, 1 H, J=7.7), 7.1 6-7.34 (m, 6H), 7.40-7.50 (m, 4H), 7.54 (t, 1 H, it 
J=8.2), 7.66-7.78 (m, 3H). 7.83 (d. 1H. J=7.7), 7.85 (d, 1H, J=8.5), 7.95-8.02 (m, 2H), 10.79 (br, 1H), 11.23 (br. 1H); 
Rf=0.43 (1/1 ethyl acetate/n-hexane). 

Reference Example 7 

2- dimethylaminoacetophenone monohydrobromide (Intennediate 7 mono-HBr salt) 

^5 [0269] Phenacyl bromide (25 g, 1 26 mmol; mfd. by TOKYO KASEI) and diethyl ether (251 mL) were placed in a 500 
mL recovery flask equipped with a teflon-coated stirrer. The flask was placed on an ice bath. An aqueous 50% dimeth- 
ylamine solution (113 g, 1.26 mol; mfd. by Nacalai Tesque) was added dropwise with vigorous stirring, followed by 
stirring at 0*^0 for 8 hours. The reaction mixture was concentrated under reduced pressure. Water contained in the 
thus obtained residue was removed by azeotrope with toluene. The orange powder obtained by recrystallization from 

50 ethanol was then washed with n-hexane to give the title compound (Intennediate 7 mono-HBr salt; 1 9.2 g, 78.6 mmol, 
yield 63%) as a white solid. 

1H-NMR (400 MHz, DMSO-dg) 5 2.93 (s, 6H), 5.15 (s, 2H), 7.63 (t, 2H. J=7.6), 7.77 (t, 1H, J=7.6), 8.00 (d, 2H, J=7.2). 
9.88 (s,1H). 

55 
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Reference Exam ple a 

Synthesis of fmethyl) (phPn yDaminoacetone (Intermediate 8) 

[0270] DMF (31 mL), bromoacetone (4,25 g, 31 mmol- mfd bv TOKYO KAQPn m ■ •■• ..^ 

mfd. by TOKYO KASEI) and propylene oxide (22 JTiZ lZJZ^I^ KASEI). N-methylanilrne (4.93 g, 46 mmol; 

Reference Exam ple 9 

Synthesis of benzylo xyacetone (Intermediate 9) 

H-NMR (400 MHz, CDCia) 8 2.17 (s. 3H). 4.06 (s. 2H). 4.60 (s 2^7 3^7 37 (m 5HV 
-C-NMR (100 MHZ, CDCy 8 26.42. 73.31. 75.26. 76^68. 127.88 128 02, ill 13^.13. 206.70. 
Reference Example 10 

Synthesis of 2-(tert-butvldlphenYlsil Yl)oxvacetophenone (Intefmedlate 10^ 

Si TiX^ritmThi'ne (Io mu TOKYo kasEI), imidazole (3.50 g, 51 .5 mmol; mfd. by 

:rd^d2r^^-r~^^ 

was added dropwise under an argon stream The ice bath wac; ™n««H *k ' -^/"^o ■ mia. oy lOKYOKASEI) 

termediate 10; 9.73 g, 26.0 mmol. yield 76%) as the secondTracrn ^ ^ ^ * ''^ ""^ '^'"P"""'' 

H-NMR (270 MHz, CDCI3) 5 1 .07 (s. 9H), 4.91 (s, 2H), 7.35-7.53 (m 9H) 7 69-7 84 fm fiH^ 

Ssby^l—-^^-'^-----^^^^^^^^^ 
Industrial Utility 

[0275] The present invention provides a novel and practically useful process for the preparation of optically actK/e 
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secondary alcohols having a nitrogenous or oxygenic functional group which comprises asymnnetrically hydrogenating 
a ketone compound having a nitrogenous or oxygenic functional group at any of the a-, p- and y-posltions with a 
ruthenium/optically active bidentate phosphine/diamine complex as a catalyst either in the presence of hydrogen or in 
the presence of hydrogen and a base with good selectivity for the functional groups, good enantioselectivity and high 

efficiency. 

[0276] Optically active secondary alcohols containing an amino group, optically active diols and optically active hy- 
droxyaldehydes which are very useful In a variety of applications, for example, as an Intermediate for producing med- 
icaments and pesticides or as medicaments and pesticides per se, can be produced by sequentially or simultaneously 
removing the nitrogen- and/or oxygen -protecting groups of the optically active secondary alcohols obtained by the 
process of the present invention. 



Claims 

1 . A process for the preparation of an optically active secondary alcohol represented by the general formula (3) having 
a nitrogenous or oxygenic functional group at any of the a-, p-and ypositions: 



OH 



wherein 



n Is an integer of from 0 o 2; 
represents: 

(a) a straight-chain lower alkyi group, 

(b) an optionally substituted monocyclic aromatic hydrocarbon ring group, 

(c) an optionally substituted fused bicyclic aromatic hydrocarbon ring group, 

(d) an optionally substituted fused tricyclic aromatic hydrocarbon ring group, 

(e) an optionally substituted monocyclic heteroaromatic ring group, 

(f) an optionally substituted fused bicyclic heteroaromatic ring group, or 

(g) an optionally substituted fused tricyclic heteroaromatic ring group; 

A represents: 

(a) CH2NR2R3, 

(b) CHgOR^, or 

(c) CH(ORi5)2; 

R2 represents: 

(a) an acyl or alkyloxycarbonyl group, 

(b) an optionally substituted straight-chain alkyI group, . , 

(c) an optionally substituted branched-chain alkyI group, 

(d) an optionally substituted cyclic alkyI group, 

(e) an optionally substituted alkenyl group, 

(f) an optionally substituted aralkyi group, 

(g) an optionally substituted aryl group, 

(h) a heteroatom-containing saturated carbon chain group, 

(i) a heteroatom-containing unsaturated carbon chain group, 
(j) an optionally substituted heteromonocyclic group, 

(k) an optionally substituted heteropolycyclic group, or 

(I) a composite group consisting of members suitably selected from any of (b) to (k); 
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When R2 is (a) an acyl or alkyloxycarbonyl group among the above groups. R3 represents: 

(a) hydrogen, 

(b) an optionally substituted straight-chain all<yl group. 

(c) an optionally substituted branched-chain alky! group, 

(d) an optionally substituted cyclic alkyi group, 

(e) an optionally substituted alkenyl group, 

(f) an optionally substituted aralkyi group, ' 

(g) an optionally substituted aryl group, 

(h) a heteroatom-containing saturated carbon chain group, 

(i) a heteroatom-containing unsaturated carbon chain group 
G) an optionally substituted heteromonocyclic group, 

(k) an optionally substituted heteropolycyclio group, or 

(I) a composite group consisting of members suitably selected from any of (b) to (k); 

(a) an optionally substituted straight-chain alkyI group, 

(b) an optionally substituted branched-chain alkyI group, 

(c) an optionally substituted cyclic alkyI group, 

(d) an optionally substituted alkenyl group, 

(e) an optionally substituted aralkyi group,' 

(f) an optionally substituted aryl group, 

(g) a heteroatom-containing saturated carbon chain group, 

(h) a heteroatom-containing unsaturated carbon chain group 
(I) an optionally substituted heteromonocyclic group, 

0) an optionally substituted heteropolycyclic group or 

represents: 

(a) an optionally substituted straight-chain alkyi group. 

(b) an optionally substituted branched-chain alkyi group, 

(c) an optionally substituted cyclic alkyi group, 

(d) an optionally substituted benzyl group, 

(e) an optionally substituted aralkyi group,' 

(f) an optionally substituted aryl group, 

(g) a heteroatom-containing saturated carbon chain group, 

(h) a heteroatom-containing unsaturated carbon chain group 
(I) an optionally substituted heteromonocyclic group 

(j) an optionally substituted heteropolycyclic group 

(I) an organosilicon group represented by SiR5R6R7; 
R5, R® and R7 each independently represent: 

(a) a straight-chain or branched-chain lower alkyi group or 

(b) a phenyl group; 

R15 represents: 

(a) a straight-chain lower alkyi group, 

(b) a branched-chain lower alkyi group, 

(c) a cyclic lower alkyi group, 

(d) an optionally substituted phenyl group, 

(e) an optionally substituted benzyl group, or 
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(f) alternatively, two R^^ are bonded to each other to forni a cyclic ketal group; and 
' represents an asymmetric carbon atom, 

which comprises asymmetrically hydrogenating a ketone compound represented by the general formula (1 ) having 
a nitrogenous or oxygenic functional group at any of the a-, and y-positions: 



10 



O 

..A 



{CH2)n-A 



(1) 



15 



wherein R\ A and n are as defined above, or a mineral or organic acid salt thereof, with a catalyst in the presence 
of hydrogen or in the presence of hydrogen and a base, the catalyst being a ruthenium/optically active bidentate 
phosphine/diamine complex represented by the general fomiula (2): 
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(2) 



wherein 
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m is an integer of from 0 to 2; 

X and Y may be covaiently or ionlcally bonded to the ruthenium metal, and they independently represent: 

(a) hydrogen, 

(b) halogen, 

(c) an alkoxy group, 

(d) a carboxyl group, or 

(e) other anion radical; 

Ar"" and Ar^ independently represent a phenyl group substituted with from zero to five substituents selected 
from straight-chain or branched-chain lower alky! group, halogen or lower alkoxy group; 
R8 represents: 

(a) hydrogen, 

(b) a lower alkyi group, 

(c) a lower alkoxy group, or 

(d) N(Ri'*)2 wherein R1^ represents a lower alkyI group; 
R9 represents: 

(a) hydrogen, 

(b) a lower alky I group, or 

(c) a lower alkoxy group; 



71 



EP1254 885 A1 

R^o represents: 

(a) a lower alkyi group, or 

(b) a lower alkoxy group; 

'oxygen Xom;' "''^ '° '"'^"^ ""^^ '° via an 

one dashed line linking R9 to Rio. and the other dashed line linking R8 to Rio independently mean that each 

(a) an optionally substituted tetralin ring, 

(b) an optionally substituted naphthalene ring, and 

(c) an optionally substituted 1 ,3-benzodioxole ring; 

R"'^ represents: 

(a) hydrogen, 

(b) a straight-chain lower alkyI group, 

(c) a branched-chain lower alkyI group, 

(d) a cyclic lower alkyl group, 

SLTgrup^"" ''"'^ '° "'^ 

or ro^rt S' r'"^'' '° ^"'^"^"^"'^ 9~"P3 

iNoweV^k^S^'grps;'"'''""^^^ """^ "™ '^^ «"<y' 9~"P« 

provided that (I) when R" is hydrogen, then R12 and Ri3 are independently represent: 

(a) hydrogen, 

(b) a straight-chain lower alkyl group. 

(c) a branched-chain lower alkyl group. 

(d) a cyclic lower alkyl group, 

Sox^grupr'"'"'"'"^^^^ 

olw'eT^rklTS^^ "'^^'^"^^ ^^'^^^^^ ^^^"^ s-p^ 

(h) alternatively, R12 and R13 may be bonded to each other to form a ring selected from: 
(h-1) acycloalkyi ring, or 

(h-2) a heteroatom-contalning heterocyclic ring; or 
(II) when RII is other than hydrogen, then R12 represents: 

(a) a straight-chain lower alkyl group, 

(b) a branched-chain lower alkyl group, 

(c) a cyclic lower alkyl group, 

iiUT^rkXTu^iT'"''' '° 

S ro^^atS' gZTanr^ "~ ""^^""^"^ ^^P^ 

R^3 represents: 



72 



EP 1 254 885 A1 



(a) hydrogen, 

(b) a lower alkyi group, or 

(c) a benzyl group. 

A process for the preparation of an optically active secondary alcohol as claimed in claim 1 , wherein R*" and A in 
the general fonmula (1) each comprise no acidic substituents. 

A process for the preparation of an optically active secondary alcohol as claimed in claim 1 or 2, wherein Ar^ and 
Ar^ in the general fomnula (2) each independently represent a phenyl group having from two to five substituents 
selected from the group consisting of straight-chain or branched-chain lower alkyI groups, halogens, and lower 
alkoxy groups provided that at least two of the said substituents are straight-chain or branched-chain lower alkyI 
groups. 

A process for the preparation of an optically active secondary alcohol as claimed in any of claims 1 to 3, wherein 
in the general formula (1), n is 0; A is CHgNR^RS; Ri is a phenyl group having at 3-position a nitro group, an amino 
group, or N(CH2C6H5)S02R''® wherein R^^ js a methyl group or a benzyl group, and at 4-position hydrogen, hal- 
ogen, or a benzyloxy group; R^ is an acyl group, an alkyloxycarbonyl group, or a benzyl group; and R3 is an ethyl 
group which is bonded at its end to the fused tricyclic ring group via an oxygen atom. 
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